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Specification 

Title of the Invention: 

Novel Cephem Compounds 
Scope of the Patent Claims 

(1) A cephem compound, or pharmaceutical ly permissible 
salt thereof, indicated by the following general formula: 
-C— CONH- 



N — x — C — CONH — j — f ® ^ 



(within the formula, R] indicates an amino group or a 
protected amino group; R 2 indicates a Q to C 4 lower alky l 
group; R 3 indicates a vinyl group, lower alkylthio 
~group, -CH=CHCOOR' 3 (wherein R' 3 indicates a hydrogen atom 
or a lower alkyl group), or -CH 2 COOR" 3 (wherein R" 3 indicates 
a hydrogen atom or a lower alkyl group); and R4 indicates a 
carboxyl group or a protected carboxyl group). 

(2) The syn isomer of the compound according to claim 1 . 
3. Detailed Description of the Invention 

The present invention relates to novel cephem compounds 
and pharmaceutical^ permissible salts thereof. 



Presently numerous cephalosporin type compounds are 
being sold commercially: Although such compounds are being 
used clinically, only few such compounds can be administered 
orally (i.e., cephalexin, cefatrizine, [misspelling of "cefaclor"], 
cefroxadine, etc.). Thus the inventors of the present invention, 
with the intent of searching for a cephalosporin compound 
capable of oral administration that is effective against drug- 
resistant bacteria and that has a wide antibacterial spectrum, 
examined substitution of various types of substituent groups at 
the 7 position and the 3 position of the cephalosporin nucleus. 
The present invention was attained during this investigation by 
the discovery that specific cephem compounds had a wide 
antibacterial spectrum and had excellent infection treatment 
effect when administered orally. 

That is to say, the present invention is a novel cephem 
compound having the excellent antibacterial activity of the 
present invention. In particular, the present invention provides a 
cephem compound, or pharmaceutical^ permissible salt thereof, 
having the following general formula: (I) 
N— a — C— CONH — I — f S Y 



i>j — r — C— CONH— , — r k 

S I " R, 

a 

O 



(I) 
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(within the formula, Rj indicates an amino group or a protected 
amino group; R 2 indicates a C, to C 4 lower alkyl group; R 3 
indicates a vinyl group, lower alkylthio group, -CH=CHCOOR' 3 
(wherein R' 3 indicates a hydrogen atom or a lower alkyl group), 
or -CH 2 COOR"3 (wherein R" 3 indicates a hydrogen atom or a 
lower alkyl group); and R4 indicates a carboxyl group or a 
protected carboxyl group). 

Compound (I) of the present invention may be synthesized, 
for example, by several methods such as the example methods 
listed below. 
© General Formula (II) 

^Xf^R, (II) 



(within the formula, R 3 and R4 have the same meanings as 
indicated previously.) 

The compound indicated by this general formula and or N- 
silyl adduct indicated by General Formula (III) are 
manufactured. 



R, 



XT 



CO,H 

N 

v- 

O 



(III) 



(within the formula, R } and R 2 have the same meanings as 
indicated previously.) 

Alternatively, an adduct having reactivity at the carboxyl 
group of the compound indicated by the later formula is reacted, 
and then the protective group is removed to manufacture the 
compound of the present invention shown in formula (I). 
© General Formula (la) 

-CONH-|— 

R4 



-c ■ 

tl 

N 

O^R, 

II 
O 



(la) 



(within the formula, Rj a indicates a protected amino group; 
and R 2 , R 3 , and R4 have the same meanings as indicated 
previously.) 

After the protective groups of the compound indicated by 
this formula are removed, the compound of General 
Formula (lb) is manufactured. 



-c 
It 

N 

II 
O 



CONH 



T-T s l 



(lb) 



as indicated previously.) 
General Formula (IV) 



N -at — C — CONH — I — r" S "l 

< r: 



(IV) 



I 

OH 



(within the formula, R4 a indicates a protected carboxyl 
group; and Rj a and R 3 have the same meanings as indicated 
previously.) 

The compound indicated by the above formula is reacted 
with a compound of the general formulae (V) or (VI). 



R 2 COX 



(V) 



/ 



R 2 COCH 2 X 



(VI) 



(within the formula, X indicates a halogen atom; and R 2 has 
the same meaning as indicated previously.) 
After this reaction, if required, the protective group is 
removed to manufacture the present compound shown in 
. formula (I). 

For the above mentioned formulae (I) through (VI), the term 
"lower" is taken to mean a carbon number of 1 through 4, unless 
stated otherwise. Any normal protective group, as may be 
required, capable of deprotection may be used as the amino 
protective group indicated by Rj a . Examples that can be used 
with advantage are the 2,2,2-trichloroethoxycarbonyl group, 
methylsulfonylethyloxycarbonyl group, t-butoxycarbonyl group, 
chloroacetyl group, trityl group, and the like. The carboxyl 
protective group indicated by R/ is any such group normally 
used with p-lactam type compounds. Examples that can be cited 
are the diphenyl methyl group, p-nitrobenzyl group, tri- 
chloroethyl group, p-methyoxybenzyl group, allyl group, and the 
like. Moreover, examples that can be cited of the adduct having 
the reactive carboxyl group of compound (III) are acid halide 
compounds, acid azides, acid anhydrides, mixed acid anhydrides, 
active amides, active esters, and the like. Moreover, examples 
that can be cited of the halogen atom of compound (V) and 
compound (VI) are chlorine, bromine, and iodine. 

The formula (III) compound, which is the raw material of 
the method © of the present invention, can be manufactured, for 
example, by reaction of the compound of General Formula (VII). 



N- 



Ri-^S^ 



-C -CO*R 5 

N 
I 

OH 



(VII) 



(within the formula, R 5 indicates a carboxyl protective 
group; and Rj has the same meaning as indicated 
previously.) 



(within the formula, R 2 , R 3 , and I^have the same meanings 
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The above mentioned compound is reacted with a 
compound of the following formula (V) or (VI). 

R 2 -COX (V) / R 2 -COCH 2 X (VI) 
(within the formula, R 2 and X have the same meanings as 
indicated previously.) 

After this reaction, if required, the protective group is 
removed to manufacture the compound. 

The reaction between the compound (VII) and the 
compound (V) or (VI) is carried out in the presence of a base 
and in an organic solvent, water, or a water-containing solvent. 
Removal of the carboxyl protective group must be carried out 
under conditions that do not cause cleavage-decomposition of 
the acyl group of the oxime, do not cause decomposition of the 
oxymimino [sic] group, and the like. Thus a method is adopted 
such as the method of using an acyl group as the R 5 group and 
reductive removal using palladium catalyst (Journal of Organic 
Chemistry, 47-587, 1982). Alternatively, a method can be 
adopted of using a t-butyl group, p-methyoxybenzyl group, or 
diphenylmethyl group as R 5 and deprotection by hydrolysis in 
acid. 

During the method © of the present invention, when the 
adduct having the reactive carboxyl group of the formula (III) 
compound is used, the reaction is preferably carried out below 
the freezing point of water in a solvent that does not adversely 
affect the reaction (e.g., acetone, dioxane, acetonitrile, 
chloroform, methylene chloride, tetrahydrofuran, ethyl acetate, 
and the like). Moreover, when the formula (III) compound is 
used in the free form, this reaction is preferably carried out in the 
presence of a condensation agent. Examples that can be cited of 
the condensation agent include so-called Vilsmeier reagents, 
which are obtained by the reaction of N,N r -dicyclohexyl- 
carbodiimide, N-cyclohexyl-N'-morphoIinoethylcarbodiimide, 
N-cyclohexyl-N , -(4-diethylaminocyclohexyi)carbodiimide, 
N,N'-diethylcarbodiimide, N,N'-diisopropylcarbodiimide, N- 
ethyl-N , -(3-dimethylaminopropyI)carbodiimide, N,N ? -carbonyl- 
bis(2-methylimidazole), pentamethyleneketen-N-cyclohexyl- 
imine, diphenylketen-N-cyclohexylimine, ethoxyacetylene, 1- 
alkoxy-l-chloroethylene, trialkyl phosphite, ethyl polyphosphate, 
isopropyl polyphosphate, phosphorus oxychloride, phosphorus 
trichloride, thionyl chloride, oxalyl chloride, triphenylphosphine, 
a 2-ethyl-7-hydroxy benzisoxazolium salt, a 2-ethyl-5- 



(m-sulfophenyl) isoxazolium hydroxide intramolecular salt, 1- 
(p-chlorobenzene sulfonyloxy)-6-chloro-lH-ben20triazole, or 
dimethylformamide with thionyl chloride, phosgene, phosphorus 
oxychloride, or the like. 

This reaction may be carried out in the presence of an 
inorganic or organic base. Examples that can be cited of the base 
includes alkali metal hydrogen carbonates such as sodium 
hydrogen carbonate, potassium hydrogen carbonate, and the like; 
alkaline earth metal carbonates such as calcium carbonate and 
the like; tri-(lower) alkylamines such as triethylamine, 
trimethylamine, and the like; pyridine; N-(lower) alkyl- 
morpholines; N,N'-di -(lower) alkylbenzylamines, and the like. 

Reaction temperature is not limited, and the reaction is 
normally carried out under cooiing or heating. 

For the present invention, the syn isomer of the desired 
compound (I) can be obtained as the syn isomer produced by the 
reaction between the compound (II) and the compound (III), for 
example, by reacting under neutral conditions in the presence of 
the above mentioned Vilsmeier reagent. 

Moreover, the reaction of the present invention method ® 
can itself be carried out by known methods. That is to say, the 
reaction with the compound (IV) or (V), is carried out in a 
solvent (e.g. methylene chloride, ethyl acetate, tetrahydrofuran, 
and the like) in the presence of an organic base (e.g., pyridine, 
triethylamine, and the like) or an inorganic base (e.g., potassium 
carbonate, sodium hydrogen carbonate, and the like) at a 
temperature of -20°C to 20°C. Moreover, the reaction between 
the compound (IV) and the compound (VI) is preferably carried 
out at a temperature of 0°C to 5°C in a solvent such as 
dimethylforamide, dimethylsulfoxide, and the like. 

Furthermore, for each of the methods © through (D of the 
present invention, removal of the protective group can be carried 
out by a known method according to the type of protective group. 
The protective group can be removed, for example, by adopting 
a method such as hydrolysis using an acid, hydrolysis using a 
base, the reduction method, and the like. 

Although syn and anti isomers exist for the present invention 
compound (I), and the compounds (la), (lb), and the raw material 
compounds (III), (IV), and (VII), the present invention includes 
both isomers as well as any mixture of such isomers. 
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Here the syn and anti isomers of the desired compound (I) 
are taken to mean the geometric isomers having the following 
respective partial structures (VIII) and (IX). 

n— n-c-eo- n— tt-c-co- 

Hi S N Ri S N 

O H 2 • V 

v V 

(VIII) (IX) 

(within the formulae, Ri and R 2 have the same meanings as 
mentioned previously.) 

When the compound of the present invention has a free 
carboxyl group and / or free amino group, it is possible to form a 
pharmaceutically permissible salt by the normal methods. This 
salt is a normal non-toxic salt, and examples of such salts are 
alkali metal salts such as a sodium salt, a potassium salt, and the 
like; alkaline earth metal salts such as a calcium salt, a 
magnesium salt, and the like; an ammonium salt; salts with 
organic bases such as organic amine salts (e.g., a trimethylamine 
salt, a triethylamine salt, a pyridine salt, a picoline salt, a 
dicyclohexylamine salt, a N,N'-dibenzylethylenediamine salt, 
and the like); organic acid salts such as those of acetic acid, 
maleic acid, tartaric acid, methane sulfonic acid, benzenesulfonic 
acid, formic acid, toluenesulfonic acid, and the like; salts of 
inorganic acids such as hydrochloric acid, hydrobromic acid, 
sulfuric acid, phosphoric acid, and the like; and salts with amino 
acids such as arginine, asparaginic acid, glutaminic acid, and the 
like; and the like. 

The subject compound (I) of the present invention and the 
pharmaceutically permissible salts thereof are novel compounds 
that display strong anti-microbial activity. This compound 
inhibits the growth of a wide range of pathogenic 
microorganisms including both Gram positive and Gram 
negative microorganisms. This compound is particularly useful 
as an antibiotic that is administered orally. During administration 
of the compound (I) that is the subject of the present invention 
and the pharmaceutically permissible salts thereof with the 



object of medical treatment, the compound can be administered 
in the form of a normal formulation intermixed with a 
pharmaceutically permissible carrier. Examples that can be cited 
of the carrier, are an agent in the solid or liquid inherent form, 
which is inorganic or organic, and which is suitable for oral 
administration, non-oral administration, or topical administration. 
Moreover, examples that can be cited of the form of the 
formulation include a capsule, tablet, sugar-coated tablet, soft 
capsule, suppository, solution, suspension, emulsion, and the 
like. 

In order to show the usefulness of the subject compound 
provided by the present invention, results of an examination of 
the antibiotic effect of representative compounds, among the 
compounds of the present invention, will be indicated below. 
1. Antibiotic activity 

(a) Test method 

Testing was carried out by the agar plate dilution method. 
The minimum growth inhibiting concentration (MIC) at which 
growth of the various test microorganism did not occur was 
observed and is recorded in Table 1 . These results are shown in 
Table 1. 

(b) Test compounds 

A: trifluoroacetic acid salt of 7-[2-(2-aminothiazol-4-yl)-2- 

acetyloxyimnoacetoamido]-3-methylthio-3-cephem-4- 

carboxylic acid (syn isomer) 
B: trifluoroacetic acid salt of 7-[2-(2-aminothiazol-4-yl)-2- 

pivaloyloxyiminoacetoamido]-3-methylthio-3-cephem- 

4-carboxylic acid (syn isomer) 
C: trifluoroacetic acid salt of 7-[2-(2-aminothiazol-4-yl)-2- 

propionyloxyimionactoamido]-3-methylthio-3-cephem- 

4-carboxylic acid (syn isomer) 
D: trifluoroacetic acid salt of 7-[2-(2-aminothiazol-4-yl)-2- 

isobutyloxyiminoacetoamido]-3-methyIthio-3-cephem- 

4-carboxylic acid (syn isomer) 
E: trifluoroacetic acid salt of 7-[2-(2-aminothiazol-4-yI)-2- 

pivaloyloxyiminoactoamido]-3-ethylthio-3-cephem-4- 

carboxylic acid (syn isomer) 
F: sodium salt of 7-[2-(2-aminothiazoI-4-yl)-2-pivaloyl 
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oxyiminoactoamido]-3-methoxycarbonylmethyl-3- 
cephem-4-carboxylic acid 
G: trifluoroacetic acid salt of 7-[2-(2-amihothiazol-4-yl)-2- 
pivaloyloxyiminoactoamido]-3-vinyl-3-cephem-4- 
carboxylic acid (syn isomer) 

(space left intentionally blank hereinafter) 



Test microorganism 


Test compound 


A 


B 


C 


D 


E 


F 


G 


Sta. aureus 606 


0.78 


1.56 


0.78 


0.78 


25 


6,25 


1.56 


Sta. aureus 606 E 25 


0.78 


1.56 


0.78 


0.78 


25 


3.13 


1.56 


Sta. aureus 209PJC-] 


0.20 


0.39 


0.20 


0.39 


6.25 


1.56 


0.39 


Sta. aureus Smith (1) 


0.20 


0.78 


0.20 


0.39 


12.5 


.1.56 


0.78 


Sta. epidermidis ATCC 14990 


0.20 


0.78 


0.20 


0.37 


6.25 


1.56 


0.78 


B. subtilis ATCC 6633 


0.39 


0.78 


0.39 


0.39 


12.5 


3.13 


0.78 


E. coli W3630 RGN823 


0.78 


6.25 


0.78 


1.56 


12.5 


12.5 


6.25 


E.coli W3630RGN14 


0.78 


12.5 


1.56 


3.13 


12.5 


25 


6.25 


E. coli W3630 RGN238 


1.56 


6.25 


1.56 


1.56 


12.5 


25 


6.25 


E.coIiML1410 


0.78 


12.5 


1.56 


3.13 


12.5 


25 . 


12.5 


E. clli [sic] NIHJ JC-2 


0.78 


3.13 


0.78 


1.56 


12.5 


12.5 


6.25 


E. coli No.29 


0.39 


3.13 


0.78 


0.78. 


12.5 


6.25 


3.13 


Kleb. pneumoniae GN69 


0.39 


1.56 


0.39 


0.78 


6.25 


6.25 


1.56 


Kleb. pneumoniae GN 118 


0.39 


3.13 


0.39 


0.78 


6.25 


12.5 


3.13 


Kleb. pneumoniae PC1602 


0.78 


3.13 


0.39 


0.78 


6.25 


12.5 


3.13 


Pro. mirabilis GN79 


1.56 


6.25 


25 


3.13 


25 


25 


3.13 


Pro. mirabilis GN310 












12.5 


25 


Sal. typhi O-901-W 


0.39 


0.78 


0.20 


0.39 


6.25 


6:25 


0.78 
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i esi niicroorgdiiisiii . 


Test compound 


A 


B 


c 


D 


E 


F 


G 


Sal. typhimuriurri LT-2 


0.39 


3.13 


0.39 


0.78 


IOC 


1 o c 

1 L.J 


IJO 


Sal.enteritidisNo.il 


0.20 


0.20 


0.10 


0.10 


6.25 


0. /o 


pv on 


Shigella dysenteriae Shigae 


0.20 


0.78 


0.20. 


0.39 


6.25 


o to 
3.13 


V./o 


Pro vulearis GN76 


1.56 


6.25 


6.25 


IOC 

12.5 


50 


1 o c 


j.Ij 


Pro. vulgaris GN106 


0.78 


3.13 


1.56 


3. 13 


50 


•IOC 

12.5 




Pro vulgaris OX- 19 












IOC 

12.5 


IOC 


Pro mnrpanii Kono 












o c 

25 


jU 


Pro retteeri GN624 


0.20 


1.56 


0.39 


0.78 


6.25 


O 11 

3.13 


O 1 1 

3.13 


Pro rettgeri J-0026 

X iv. i wiigvi J •» v/v/^<vj 


0.20 


0.78 


0.20 




^ oc 


J .30 


1 .JO 


E.coliGN206 












6.25 


6.25 


Gitro. freundii GN346/ 1 6 


i.ji 




0 78 


1.56 


12.5 


25 


6.25 


Entero. cloacae G-0005 












50 


12.5 


Entero. cloacae G-0008 






6.25 


6.25 


25 


25 


6.25 


Serr. marcescens No. 1 


1.51 


6.25 


3.13. 


3.13 


25 


25 


6.25 


Serr. marcescens No. 2 


3.13 




3.13 


3.13 


25 


50 


12.5 


Ps. cepacia M-0527 


1.56 


12.5 


3.13 


3.13 


12.5 


12.5 


12.5 


Str. faecalis W-75 










12.5 







2. Infection and medical treatment experiment 

(a) Test method 

The test animal for this test was the ICR-JCL strain of 
mouse (4 week old, 20 ± 0.5 g body weight) used in groups of 3 
animals per 1 group. The microorganism culture used for 
infection was Escherichia Coli (Escherichra [sic] Coli) no. 29. 
This was pre-cultured for 20 hr. at 37°C in heart infusion agar, 
and thereafter the microorganism was suspended in isotonic 
sodium chloride aqueous solution. After mixing in MUEIN to 
give a concentration of 2.5%, this was injected into the 
abdominal cavity of the mouse. Various concentrations of the 
drug sample were administered orally immediately after 
microbial infection, and the number of surviving mice was 
observed after 7 days. These results are shown in Table 2. 

(b) Test compound 

H: pivaloyloxymethyl ester of 7-[2-(2-aminothiazol-4-yl> 
2-acetyloxyimnoacetoamido]-3-methylthio-3-cephem- 
4-carboxylic acid (syn isomer) 



I: pivaloyloxymethyl ester of 7-[2-(2>aminothiazol-4-yl)- 
2-pivaloyIoxyiminoacetoamido]-3-methylthio-3- 
cephem-4-carboxylic acid (syn isomer) 

Table 2 



Administered 


Survival rate j 


.quantity 
(mg/mouse) 


A* 






H 


I 


Cefroxadine 


Non-treated 
control group 


10 


3/3 


3/3 


3/3 


3/3 


3/3 


3/3 


0/3 


1 


3/3 


3/3 


3/3 


3/3 


3/3 


2/3 


. 0/3 


0.1 


0/3 


2/3 


2/3 


2/3 


2/3 


0/3 


0/3 



The test compounds A, B, and E are the same as those listed earlier. 



Although reference examples and working examples are 
used as follows to explain the present invention in detail, the 
present invention is not limited by these working examples. 
Reference example 1 

ethyl-2-(2-aminothiazol-4-yl)-2-hydroxyiminoacetate (syn 
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isomer): 

A solution of aceto ethyl acetate (30 g) in 30 mL of glacial 
acetic acid was stirred and ice cooled. A solution of sqdium 
nitrite (18 g).in 40 mL of water was added to this solution at a 
sufficiently slow rate to maintain reaction temperature at less 
than or equal to 10°C. After about 30 min. of mixing while ice 
cooling, a solution of J6 g of potassium chloride in 80 mL of. 
water was then added. The generated mixture was then mixed 
for 1 hr. The lower organic layer was removed, and the aqueous 
layer was extracted using diethyl ether. The extract was 
combined with the oily material, and this was washed in turn 
using a saturated sodium chloride aqueous solution, followed by 
drying and then concentration-solidification to obtain 30 g of 
ethyl-2-hydroxyimino-3-oxobutylate (syn isomer). A solution of 
1.5 g of ethyl-2-hydroxyimino-3-oxobutylate (syn isomer) in 
40 mL of methylene chloride was stirred and ice cooled. Then 
14 g of sulfuryl chloride was added drop wise, and the mixture 
was stirred for 2 days. After a water wash, the mixture was dried 
and concentrated. Then 17 g of the oily residue was dissolved in 
50 mL of ethanol. Then 7.7 mL of dimethylaniline and 4.2 g of 
thiourea were added while stirring. After 2 hr, the product was 
recovered by filtration. This was washed with ethanol to obtain 
7 g of the indicated compound. 

m. p. 1 88°C (decomposition) 
Reference example 2 

ethyl-2-(2-tritylaminothiazol-4-yl)-2-hydroxyiminoacetate 

(syn isomer): 

A solution of 13 g of the product of reference example 1 in 
dimethylforamide (30 mL) containing 8.4 mL of triethylamine 
was stirred and cooled (-30°C). Then 16.75 g of trityl chloride 
was added over 2 hr. After the mixture was stirred at this 
temperature for 30 min., the mixture was stirred for 17 hr at 
room temperature. 

The reaction product was washed with (distributed between) 
500 mL of water and 500 mL of ethyl acetate. The organic layer 
was separated out and was washed with water, followed by 
stirring with 500 mL of IN HC1. The precipitate was collected 
and then was washed in turn using water, ethyl acetate, and ether, 
followed by drying to obtain 16.4 g of the indicated compound 
as a white solid. 

m. p. i84°C to 186°C (decomposition) 



Reference example 3 

sodium 2-(2-tritylaminothiazol-4-yl)-2-hydroxyiminoacetate 

(syn isomer): 

First 20 g of ethyl 2-(2-tritylaminoazol-4-yl)-2.hydroxy- 
iminoacetate hydrochloride (syn isomer) was suspended in 
400 mL of ethanol. While cooling on ice, 400 mL of IN NaOH 
aqueous solution was added drop wise. After 24 hr of stirring at 
room temperature, the precipitate that formed was recovered by 
filtration. After ether washing of the precipitate, the precipitate 
was then suspended in 500 mL of tetrahydrofuran. While 
cooling on ice, the mixture was adjusted to pH = 2.0 using 10% 
HC1 to obtain a uniform solution. Thereafter under ice cooling, 
pH was adjusted to 8.0 using saturated aqueous sodium 
bicarbonate solution, and a precipitate formed. After recovery by 
filtration, the precipitate was washed in turn using water and 
ether. The precipitate was dried to obtain 16 g of white powder. 
Reference example 4 

allyl 2-(2-tritylaminothiazoI-4-yl)-2-hydroxyiminoacetate 
(syn isomer): 

First 1.8 g of sodium 2-(2-tritylaminoazol-4-yl)-2- 
hydroxyiminbacetate (syn isomer) was dissolved in 20 mL of 
dimethylforamide. Under ice cooling, 0.8 mL of allyl iodide was 
added to this solution, and the mixture was stirred for 24 hr at 
room temperature. Then a mixed solution of 200 mL ethyl 
acetate/ 200 mL water was added to this mixture, and the 
organic layer was water washed (200 mL x 2). After drying over 
magnesium sulfate, the mixture was concentrated and solidified. 
The obtained material was purified by Wako GEL C-200, 60 g 
(system = toluene - ethyl acetate). The yield was 1.3 g. 

NMR (80 MHz, 5 value, ppm, CDC1 3 ): 

4.85 (2H, m), 5.25 - 5.50 (2H, m), 5.95 (1H, m), 6.90 
(lH,s),7.85(16H,b.s) 
Reference example 5 

allyl 2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetate 
(syn isomer): 

First 469 mg of allyl 2-(2-tritylaminothiazol-4-yl)-2- 
hydroxyiminoacetate (syn isomer) was dissolved in 10 mL. of 
dry methylene chloride. Under ice cooling, 0.1 mL of pyridine 
was added. Thereafter 1 mL of dry methylene chloride 
containing 0.1 mL of acetyl chloride was added dropwise, and 
the mixture was stirred at the same temperature for 20 min. The 
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mixture was water washed and then dried over magnesium 
sulfate. After , concentration and solidification, the mixture was 
purified using silica gel [chromatography] to obtain 500 mg of 
the subject compound. 
FD mass = 511 
IR (Nujol) = 3300, 1740 cm" 1 
NMR (80 MHz, 8 value, ppm): 

2.1 1 (3H, s), 4.75 - 4.85 (2H, m), 5.20 - 5.48 (2H, m), 
. 5.70 - 6.15 (1H, m), 6.85 (1H, s), 7.80 (15H, s) 
In the same manner as reference example 5, ally] 2-(2- 
tritylaminothiazol-4-yl)-2-hydroxyiminoacetate (syn isomer) 
. was reacted with the corresponding acid chlorides to obtain the 
following compounds of reference examples 6-8. . 
Reference example 6 

allyl 2-(2-tritylaminothiazol-4-yl)-2-propionyloxyimino- 
acetate (syn isomer): 
FD mass = 525 
IR (Nujol) = 3300, 1740 cm' 1 
NMR (80 MHz, 5 value, ppm): 

1 .25 (3H, t, J = 8 Hz), 2.5 (2H, q, J = 8 Hz), 4.75 - 4.85 
(2H, m), 5.20 - 5.48 (2H, m), 5.70 - 6.15 (1H, m), 6.82 
(lH,s),7.80(15H,s) 
Reference example 7 

allyl 2-(2-tritylaminothiazol -4-yl)-2-isobuyloxyiminoacetate 
(syn isomer): 

FD mass = 540 

IR (Nujol) = 3300, 1 745 cm' 1 

NMR (80 MHz, 5 value, ppm): 

1.25 (6H, d, J = 8 Hz), 2.60 (1H 5 m), 4.70 - 4.82 (2H, 
m), 5.15-5.48 (2H, m), 5.70 - 6.15 (lH,m), 6.85 (1H, s), 
7.20(16H,s) 
Reference example 8 

allyl 2-(2-tritylaminothiazol-4-yl)-2-pivaloyloxyimino- 
acetate (syn isomer): 
FD mass = 553 
IR (Nujol) = 3300, 1740 cm' 1 



NMR (80 MHz, 5 value, ppm): 

1.25 (9H, s), 4.70 - 4.85 (2H, m), 5.16 - 5.55 (2H, m), 
. . 5.65 -6.20 (lH,m), 6.90 (lH,s), 7.26 (16H,s) 
Reference example 9 

2-(2-tritylaminothiazol-4-yl)-2-acetyloxyiminoacetic acid 
(syn isomer): 

First 250 mg of allyl 2-(2-tritylaminothiazol-4-yl)-2- 
acetyloxyiminoacetate (syn isomer) was dissolved in 10 mL of 
dry . methylene chloride. Under ice cooling, 5 mL of an ethyl 
acetate solution containing 85 mg of potassium 2-ethylhexanoate 
was added, followed by addition of 12 mg of triphenylphosphine 
and 12 mg of palladium (0) tetrakis phosphine. This mixture was 
stirred at the same temperature for 1 hr. Thereafter the resultant 
precipitate was recovered by filtration and then was washed in 
turn using isopropyl ether and ethyl acetate. The precipitate was 
then dried to obtain potassium 2-(2-tritylaminothiazol-4-yl)-2- 
acetyloxyiminoacetate. The obtained potassium salt was then 
suspended in 20 mL of ethyl acetate, and then pH was adjusted 
to 2.0 using 5% HC1 solution under ice cooling. The mixture was 
washed using a saturated sodium chloride aqueous solution and 
then dried. After concentration and solidification, 130 mg of the 
subject compound was obtained as a white powder. 

NMR (80 MHz, 8 value): 

2.15 (3H, s), 6.80 (1H, s), 7.30 (16H, b. s) 

In the same manner as reference example 9, an allyl 2-(2- 
tritylaminothiazol-4-yl)-2-aIkylacyloxyiminoacetate (syn 
isomer) was used as raw material, and potassium 2- 
ethylhexanoate was used in the presence of palladium catalyst to 
obtain the following compounds of reference examples 10 - 12. 
Reference example 10 

2-(2-tritylaminothiazol-4-yl)-2-propionyloxyimnoacetic 
acid: 

NMR (80 MHz, 8 value, ppm, CDC1 3 ): 

1.25 (3H, t, J = 8 Hz), 2.5 (2H, q, J = 8 Hz), 6.80 (1H, 
s),7.30(16H, b. s) 
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Reference example 11 

2-(2-tritylaminothiazo]-4-yl)-2-isobuty]oxyimnoacetic acid; 

NMR (80 MHz, 5 value, ppm, CDC1 3 ): 

1.05 (6H, d, J = 8 Hz), 2.40 (1H, m), 6.85 (1H, s), 7.30 
. (16H, b. s) 

Reference example 12 

2- (2-tritylaminothiazol-4-yl)-2~pivaloyloxyimnoacetic acid: 

NMR (80 MHz, 5 value, ppm, CDCI3): 

1.16 (9H, s), 6.80 (1H, s), 7.28 (1 6H, b. s) 
Reference example 13 

p-nitrobenzyl 7-P-phenylacetamido-3-methylthio-3-cephem- 
4-carboxylate: 

After 5.6 g (12 mM) of p-nitrobenzyl 7-p-phenylacetamido- 

3- hydroxy-3-cephem-4-carboxylate was suspended in 4.0 mL of 
dry acetonitrile, the suspension was cooled to -20°C. under a 
nitrogen atmosphere while stirring, and then 2.4 mL of 
diisopropyl-ethylamine and 2.8 mL of diphenylchlorophosphate 
were added. The reaction mixture was stirred for about 30 min. 
at this temperature to obtain a transparent solution. Completion 
of the reaction was confirmed by TLC. Thereafter the reaction 
mixture was cooled to -30°C, and then 2.4 mL of diisopropyl- 
ethylamine was added. About 3 g.of methyl mercaptan was 
injected in the reaction mixture below the agitator. The reaction 
was continued for about 2 hr while stirring at -25°C to -30°C 
(precipitation out of crystals). After completion of the reaction 
was confirmed using TLC, 0.5 mL of acetic acid was added. 

The reaction product was collected and then was washed in 
turn using 7 mL of cold acetonitrile and 10 mL of isopropyl 
ether. Thereafter the reaction product was dried. Recovered 
quantity = 4.95 g (yield = 83%). 

m. p. = 23 1 °C (decomposition) 

IR (Nujol) = 3230, 1775 (p-lactam), 1705, 1650 cm* 1 

UVX max =319nm 

NMR (DMSO-d 6 + CDC1 3 ): 5 value (60 MHz) 

3.28 (3H, s), 3.61 (2H, s), 3.68 (2H, s), 5.03 (1H, d, (J = 

4.6 Hz)), 5.73 (2H, s), 5.64 (1H, d. d, (J = 4:6 Hz, J = 
7.8 Hz)), 7.29 (5H, s), 7.63, 8.20 (4H, 2xd, (J= 8.2)), 
8.83(lH,d,(J = 7.8)). 



Reference example 14 

7-phenylacetamido-3-methylthio-3^cephem-4-carboxylic 

acid: 

2.5 g of p-nitrobenzyl 7-phenylacetamido-3-meftylthio-3- 
cephem-4-carboxyIate (m. p. = 231°C (decomposes)) was added 
to 15 mL of dioxane and 10. mL of. 85% formic acid. The 
mixture was heated to 50°C to 55°C, and then 1.5 - 3 g of zinc 
powder was added as several alloquates while stirring. The 
mixture was allowed to react for 2 - 5 hr. After confirmation of 
completion of the reaction using thin layer chromatography 
(TLC), the mixture was cooled to room temperature, and non- 
dissolved material was collected. This was washed using 
dioxane. The reaction solution and the wash solution were 
combined, and then most of the solvent was removed under 
vacuum. Then while a mixture of 10 mL of ethyl acetate and 
50 mL of ice water was stirred, pH was adjusted to 7.0 - 7.5 
using sodium hydrogen carbonate, and then the reaction solution 
was added gradually dropwise. After addition of the entire 
reaction solution, non-dissolved material was collected and 
water washed. The water layer and the wash solution were 
combined and were extracted several times using ethyl acetate. 
The organic layer was washed with a small quantity of water, 
and the aqueous layers were combined. If necessary, this is 
treated with activated carbon. The water layer was adjusted to a 
pH of J - 2 and was placed overnight in a freezer, the resultant 
solids were collected. After water washing, the solids were 
washed with a small quantity of isopropyl ether and then were 
dried to obtain the subject compound. Recovered quantity = 
1.4 g (77%). After recrystallization from acetone + isopropyl 
ether: 

m. p. = 1 97°C to 1 98°C (decomposition) 
UV A^x = 31 8 nm (95% ethanol) 

IR (Nujol) = 3280 (NH), 1770 (p-lactam), 1690, 1640 cm 1 
NMR (DMSO-d 6 + CDC1 3 ): 8 value (60 MHz (R600)) 

2.33 (3H, s), 3.57 (2H, s), 3.67 (2H, s), 5.01 (1H, d, J = 
4.7 Hz), 5.56 (1H, d. d, J = 4.7, 8.2 Hz), 7.25 (5H, s), 
9.01 (lH,d, J = 8.2 Hz) 
Reference example 15 

diphenylmethyl 7-phenyIacetamido-3-methylthio-3-cephem- 
4-carboxylate: 

1.82 g of the 7-phenylacetamido-3-methylthio-3-cephem-4- 



— 771 — 



Unexamined Patent Application Disclosure (Kokai) Sho 59-184186(10) 



carboxylic acid obtained during reference example 14 was 
dissolved in heated acetone. Then a solution of 
diazodiphenylmethane in n-hexane was added under agitation. 
After the reaction was carried out overnight while monitoring 
the reaction with TLC, the reaction mixture was concentrated 
under vacuum and was dried-solidified. The solids were treated 
with an excess of diazodiphenylmethane, which was then 
removed. The solids were then dissolved in methylene chloride, 
and pH was adjusted to 7.5 using a sodium hydrogen carbonate 
aqueous solution. The methylene chloride layer was recovered 
and was dried, followed by drying-solidification under vacuum. 
The solids were treated with isopropyl ether and ethyl ether, 
followed by drying to obtain the subject compound. Recovered 
quantity = 2.4 g (90%). After recrystallization from acetone + 
methahol: 

m. p. = 162°C to 163°C (decomposition) 
UV X mM = 3 1 8 nm (95% ethanbl) 

IR (Nujol) = 3230 (NH), 1780 ((3-lactam), 1700 (ester), 
1650 cm' 1 

NMR (CDC1 3 ): 5 value (60 MHz) 

1.99 (3H, s), 2.91, 3.38 (2H, ABq, J = 3.68 Hz), 3.64 
(2H, s), 4.95 (1H, d, J =4.3 Hz), 5.62 (1H, d. d, J = 4.3, 
8.6 Hz), 6.86 (1H, s), 7.2 - 7.33 (16H) 
Reference example 16 

diphenylmethyl 7-amino-3-methylthio-3-cephem-4-car- 
boxylate, hydrogen chloride salt: 

2.65 g of the diphenylmethyl 7-phenylacetamido-3- 
methylthio-3-cephem-4-carboxylate obtained during reference 
example 15 was dissolved in 50 mL of methylene chloride, and 
the solution was cooled to -30°C. Then 4 mL of water- free 
pyridine was added to this solution, and then 3.2 g of fine 
powder phosphorous pentachloride was added. The mixture was 
heated gradually, and the mixture was stirred for about 3 hr at - 
10°C to 10°C. After confirmation of the completion of the 
reaction using TLC, the reaction mixture was cooled to -40°C. 
(A portion of the reaction mixture was sampled and was treated 
separately by addition of anhydrous methanol. The 
chromatographic solvent was benzene / ethyl acetate = 2 / 1.) 
Then 15 mL of anhydrous methanol was added dropwise to this 
reaction solution (crystal precipitation). The transparent reaction 
solution was heated gradually and was stirred for about 1 hr at - 
10°C. After confirmation of completion of the reaction using 
TLC, 40 mL of cooled sodium chloride aqueous solution was 



added, and the mixture was reacted for about 1 hr under ice 
cooling while stirring and maintaining the pH at 1.5 - 2.0 using 
dilute ammonia water. The precipitate was collected and was 
washed in turn using a small quantity of ice water, ethyl acetate, 
and isopropyl ether. The precipitate was then dried to obtain the 
subject compound. Recovered quantity = 2.25 g (91 %). 
m. p. = 203°C to 205°C (decomposition) 
UVX raax =319nm(95%ethanol) 
IR (Nujol) = 1780 (p-lactam), 1760, 1700 cm -1 
NMR (DMSO-d 6 ): 8 value (60 MHz) 

2.44 (3H, s), 3.73, 4.1 3 (2H, ABq, J = 16 Hz), 5.08 (1H, 
d, J = 4.3 Hz), 5.28 (1H, d, J = 4.3 Hz), 6.90 (1H, s), 
7.20- 7.80 (13H,m) 
Reference example 17 

benzhydryl 7-amino-3-ethylthio-3-cephem-4-carboxylate, 
hydrogen chloride salt: 

The subject compound was obtained based upon reference 
examples 13-16. 

m. p. = 172°C to 173°C (decomposition) 

UV X, max = 319 nm (95% ethanol) 

IR (Nujol) = 1778, 1705 cm 1 

NMR (DMSO-d 6 ): 5 value (60 MHz) 

1.16 (3H, t, J = 7 Hz), 2.93 (2H, q, J = 7 Hz), 2.93 (2H ; 
q, J = 7 Hz), 3.68, 4.10 (2H, ABq ; J = 15 Hz) : 5.05 (1H, 
d, J = 5 Hz), 5.77 (1H, d, J = 5 Hz). 6.83 (IR s), 7.3 
(10H,m) 
Reference example 18 

diphenylmethyl 7-phenylacetoamido-3-vinyl-3-cephem-4- 
carboxylate: 

After 1.2 g of diphenylmethyl 7-phenylacetoamido-3- 
bromoethyl-3-cephem-4-carboxylate was dissolved in 2 mL of 
dimethylformamide, 8J8 mg of triphenyl phosphine and 31 1 mg 
of sodium iodide were added. The mixture was stirred for 17 hr 
at 0°C to 5°C. The reaction solution was washed with isopropyl 
ether and was powderized. Then this was washed further using 
ethyl acetate. The obtained powder was suspended in 30 mL of 
methylene chloride. Then 15 mL of a 36% formaldehyde 
solution was added to this mixture under ice cooling. Thereafter 
pH was adjusted to 9.0 using a saturated sodium hydrogen 
carbonate aqueous solution. The mixture was stirred for 30 min. 
under ice cooling and then was stirred for 2 hr at room 
temperature. Then pH was adjusted to 5.0 using 5% HC1 under 
ice cooling, and then the mixture was extracted using methylene 
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chloride. After a water wash, [the organic layer) was dried over 
magnesium sulfate. The mixture was concentrated and solidified, 
followed by purification by chromatography (40 g, Wako GEL 
C-200, toluene - ethyl acetate system) to obtain 420 mg of the 
subject compound. 

IR (Nujol) = 1765, 1710 cm- 1 

NMR (80 MHz, 5 value, ppm, CDC1 3 ): 

3.30, 3.60 (2H, ABq, J = 19 Hz), 3.56 (2H, s), 4.91 (1H, 
d, J = 4.8 Hz), 5.16 (1H, d, J = 8 Hz), 5.36 (1H, d, J = 
15 Hz), 5.75 (1H, d. d, J = 4.8, 9.0 Hz), 6.25 (1H, d, J = 
9.0 Hz), 6.89 (J H, s), 7.10 - 7.55 (1 6H, m) 
Reference example 19 

diphenylmethyl 7-amino-3-vinyl-3-cephem-4-carboxylate, 
hydrogen chloride salt: 

After 230 mg of diphenylmethyl 7-phenylacetoamido-3- 
vinyl-3-cephem-4-carboxylate was dissolved in 10 mL of dry 
methylene chloride, the solution was cooled to -40°C. Then 
0.36 mL of pyridine and 282 mg of phosphorous pentachloride 
were added, and the mixture was stirred for at -40°C for 2 hr and 
at 0°C for 2hr. Thereafter the reaction mixture was cooled to - 
50°C, and 1 mL of dry methanol was added. The mixture was 
stirred for 2 hr at -50°C and then 1 hr at 0°C. Then 10 mL of 
saturated sodium chloride aqueous solution was added to the 
reaction mixture under ice cooling, and the reaction mixture was 
stirred for 30 min. at 0°C to 5°C. Then 20 mL of isopropyl ether 
was added, and the resultant precipitate was collected by 
filtration. The precipitate was washed in turn using isopropyl 
ether and ethyl acetate to obtain 164 mg of the subject 
compound. 

IR (Nujol) = 1760, 1705 cnf ' 

NMR (60 MHz, 5 value, ppm, DMSO-d 6 ): 

3.73, 4.00 (2H, ABq, J = 18 Hz), 5.1 - 5.4 (2H, m), 5.58 
(1H, d, J = 6 Hz), 5.93 (1H, m), 6.97 (1H, s), 7.00 (1H, 
d. d. J = 12, 1 8 Hz), 7.42 ( 1 OH, m), 9. 1 7 (2H, m) 
Reference example 20 

ethoxycarbonyloxyethyl 7-amino-3-methylthio-3-cephem-4- 
carboxylate, hydrogen chloride salt (a form): 

After 481 mg of ethoxycarbonyloxyethyl 7-phenyl- 
acetoamido-3-methylthio-3-cephem-4-carboxylate (a form) (m. 
p. = 157°C to 158°C) (0.001 mol) was dissolved in 20 mL of 



methylene chloride, 0.40 mL of pyridine was added, and the 
mixture was cooled to -20°G. Then 440 mg of phosphorous 
pentachloride was added; under agitation the mixture was 
gradually heated to +5°C to +10°C; and the mixture was reacted 
for about 90 min. (30 min. after disappearance of the 
phosphorous pentachloride). The reaction solution was cooled to 
-30°C, and then 5.0 mL of a methylene chloride solution of 
2.0 mL isobutanol was added dropwise. Thereafter, the mixture 
was heated gradually to +5°C to +10°C, and the mixture was 
reacted for 2 hr (reaction tracked by TLC). After completion of 
the reaction, the reaction mixture was cooled to 0°C, and then 5 
mL of cooled water containing 2 mL of aqueous sodium chloride 
[solution] was poured in while stirring. The mixture was stirred 
for about 60 min. under ice cooling. Then 10 mL of diisoprppyl 
ether and 10 mL of ethyl ether were added. Precipitation of 
white crystals immediately increased:. The crystals were washed 
using diisopropyl ether and ether. Recovered quantity = 360 mg. 

m. p. = 148°C to 150°C (decomposition) 

UV A. max = 321 nm (95% ethanol) " 

IR (Nujol) = 1781, 1762, 1700 cm' 1 
Reference example 21 

ethox ycarbony loxyethy 1 7-phenylacetamido-3-ethy lthio-3- 
cephem-4-carboxyIate, hydrogen chloride salt: 

990 mg (0.002 mol) of ethoxycarbonyloxyethyl 7-amino-3- 
ethylthio-3-cephem-4-carboxyIate (m. p. - 130°C to 131°C) was 
used for reaction and treatment in the same manner as reference 
example 20 to obtain 750 mg (90.8%) of the subject compound. 

m. p. = ! 88°C to 190°C (decomposition) 

UV A, max = 320 nm (95% ethanol) 

IR (Nujol) = 1780, 1763, 1710 cm* 1 
Reference example 22 

p-nitrobenzyl 7-phenylacetamido-3-methoxycarbonyI- 
methyl-3-cephem-4-carboxylate: 

After 4.7 g of p-nitrobenzyl 7-phenylacetoamido-3- 
hydroxy-3-cephem-4-carboxylate was dissolved in 35 mL of 
dimethylforamide, 4 g of carbomethoxy methylene triphenyl 
phosphorane was added, and the mixture was stirred for 24 hr at 
room temperature. The reaction mixture was concentrated and 
was dissolved in 500 mL of ethyl acetate. This was washed in 
turn using cold 5% HC1, water, and saturated sodium chloride 
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aqueous solution. The solution was then dried over magnesium 
sulfate. The mixture was concentrated and solidified next under 
vacuum, and the obtained residue was purified by column 
chromatography (Wako GEL C-200, 200 g, toluene - ethyl 
acetate system) to obtain 28 g of the subject compound. 

IR (Nujol) = 3300, 1760 cm' 1 

NMR (80 MHz, 5 value,.ppm, CDC1 3 ): 

3.20 - 3.75 (9H, m), 5.00 (IH, d, J = 4.8 Hz), 5.30 (2H, 
. b. s), 5:85 (IH, d. d, J = 4.8 Hz, 9 Hz), 6.15 (IH, d, J = 
9 Hz), 7.35 (5H, s), 7.55, 8.22 (4H, ABq, J = 9 Hz) 

During the above mentioned reaction, 882 mg of a 
byproduct (isomer of the double bond of the cephalosporin 
nucleus) was obtained. This byproduct was oxidized by peroxide 
by the normal method and then was reduced using phosphorous 
trichloride to obtain a substance that was identical to the subject 
compound. 

Reference example 23 

diphenylmethyl 7-phenylacetamido-3-methoxycarbonyl- 
methyl-3-cephem-4-carboxylate: 

First 2.8 g of p-nitrobenzyl 7-phenylacetoamido-3- 
methoxycarbonylmethyI-3-cephem-4-carboxylate was dissolved 
in 50 mL of formic acid and 50 mL of ethanol under ice cooling. 
Then 1.8 g of zinc powder was added over 10 min. while stirring. 
After stirring for 1 hr at room temperature and 2 hr at 50°C, 
insolubles were recovered by filtration. The filtrate solution was 
concentrated under vacuum, and then a mixed solution of 50 mL 
of ethyl acetate and 20 mL of water was added. While cooling 
on ice, pH was maintained at 7.0 by addition of saturated sodium 
hydrogen carbonate aqueous solution. The insolubles were 
removed, and the aqueous layer was washed using ethyl acetate. 
After adjustment of pH of the aqueous layer to 2.0 using 5% HC1 
under ice cooling, the aqueous layer was extracted using ethyl 
acetate. 

Then a diphenyldiazomethane - n-hexane solution was 
added to the organic layer, and the mixture was reacted at room 
temperature. After the raw material (carboxylic acid) had 
disappeared, the mixture was concentrated and solidified under 
vacuum. The residue was washed with isopropyl ether to obtain 
1 .27 g of the subject compound. 
IR (Nujol) = 3320, 1770 cnY 1 
NMR (80 MHz, 5 value, ppm, CDC1 3 ): 

3.32 - 3.7Q (9H, m), 4.95 (IH, d, J = 4.8 Hz), 5.80 (IH, 
d.d, J = 4.8 Hz, 9.6 Hz), 6.10 (IH, d, J = 9.6 Hz), 6.85 
(lH,s), 7.15- 7.35 (16H,m) 



Reference example 24 

diphenylmethyl 7-amino-3-methoxycarbonylmethyl-3- 
cephem-4-carboxylate: 

After 1.12 g of phosphorous pentachloride was dissolved in 
20 mL of methylene chloride, 1.45 mL of pyridine was added 
under ice cooling. The mixture was stirred for 30 min. at this 
same temperature and then was cooled to -50°C. Thereafter 
lOmL of methylene chloride solution containing 1.0 g of 
diphenylmethyl 7-phenylacetoamido>3-methoxycarbonylmethyl- 
4-carbonate was added, and the reaction mixture was stirred at - 
50°C for 2 hr and then was stirred under ice cooling for 2 hr. The 
mixture was cooled to -50°C, and then 4 mL of dry methanol 
was added dropwise. The mixture was stirred for 1 hr at 0°C, 
and 20 mL of saturated sodium chloride aqueous solution was 
added under ice cooling. The mixture was stirred at the same 
temperature for 30 min. After extraction using methylene 
chloride, the mixture was washed using saturated sodium 
chloride aqueous solution. Thereafter pH was adjusted to 7.0 
using sodium hydrogen carbonate aqueous solution under ice 
cooling. After drying, the mixture was concentrated and 
solidified, followed by purification by Wako GEL-C200 (15 g, 
toluene - ethyl acetate system) to obtain 350 mg of the subject 
compound. 

IR (Nujol) = 1780 cm" 1 

NMR (80 MHz, 5 value, CDC1 3 ): 

1.70 (2H, b. s), 3.36 - 3.65 (7H, m), 4.70 (IH, d, J = 4.8 Hz), 
4:96 (IH, d, J = 4.8 Hz), 6.90 (3 H, s), 7.20 - 7.40 (1 OH, m) 
Reference example 25 

diphenylmethyl 7-phenyIacetoamido-3-methoxycarbonyl- 
methyI-3-cephem-4-carboxylate: 

After 1.2 g of diphenylmethyl 7-phenylacetoamido-3- 
bromomethyl-3-cephem-4-carboxylate was dissolved in 2 mL of 
dimethylforamide, 818 mg of diphenyl phosphine and 31 1 mg of 
sodium iodide were added. The reaction mixture was stirred at 
5°C for 20 hr. The mixture was concentrated under vacuum, and 
was powderized using isopropyl ether. This was washed further 
using ethyl acetate. 

The obtained salt was dissolved in 30 mL of methylene 
chloride, and 580 mg of methyl glyoxalate mono-hydrate was 
added to this solution. The mixture was ice cooled, and pH was 
adjusted to 9 using saturated sodium hydrogen carbonate 
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aqueous solution. The mixture was stirred for 4 hr at room 
temperature. Thereafter under ice cooling, pH was adjusted to 
5.0 using 5% hydrochloric acid aqueous solution, and the 
resultant solution was extracted with methylene chloride. After 
water washing, the solution was dried over magnesium sulfate, 
followed by concentration and solidification. The residue was 
purified by Wako GEL C-200 (20 g, toluene - ethyl acetate 
system) to obtain 1 84 mg of the subject compound. 
IR(Nujo))= 1780 cm' 1 
NMR (80 MHz, 5 value, ppm, CDC1 3 ): 

3.40 - 3.65 (7H, m), 5.0 (1H, d 5 J = 4.2 Hz), 6.70 (1H, d, 
J = 12 Hz), 6.8 (1H, d. d, J= 4.2 Hz, 9.6 Hz), 6.15 (JH, 
d, J = 9.6 Hz), 6.80 (1H, s), 6.82 (1H, d, J = 12 Hz), 
7.20- 7.40 (16H,m) 
Reference example 26 

diphenylmethyl 7-amino-3-methoxycarbonylvinyl-3- 
cephem-4-carboxylate: 

After 164 mg of phosphorous pentachloride was dissolved 
in 2 mL of methylene chloride under a nitrogen gas purge, the 
solution was ice cooled, and 0.21 mL of pyridine was added. 
The mixture was stirred for 30 min. at the same temperature. 
Separately, 1.5 mL of methylene chloride containing 150 mg of 
diphenylmethyl 7-phenylacetoamido-3-methoxycarbonylvinyl-3- 
cephem-4-carboxylate was prepared and was added dropwise to 
the previous solution at -50°C over about 10 min. After stirring 
of the reaction mixture for 30 min. at -50°C and then 2 hr at 0°C 
to 5°C, the reaction mixture was cooled to -50°C Then 2 mL of 
methanol cooled to -50°C was added dropwise to the reaction 
solution. Thereafter the reaction mixture, was stirred for 30 min. 
at -50°C and J hr at 0°C to 5°C Then 3 mL of saturated sodium 
chloride aqueous solution was added, and the mixture was 
stirred at the same temperature for 30 min. The mixture was 
extracted with methylene chloride and then was washed using a 
saturated sodium chloride aqueous solution. In the presence of 
the saturated sodium chloride aqueous solution, pH was adjusted 
to 7.0 using a 2% sodium hydrogen carbonate aqueous solution, 
and [the organic layer] was water washed. The mixture was 
dried over magnesium sulfate and was concentrated - solidified. 
After purification by Wako GEL C-200 (2g, toluene - ethyl 
acetate system), 73 mg of the subject compound was obtained. 
IR (Nujol) = 1780 cm" 1 



NMR (80 MHz, 5 value, ppm, CDC1 3 ): . ■••*-*• , - ' 
1.75 (2H, b. s), 3.40 (2H, b. s), 3.56 (3H, s), 4.7 (1H, d, 
J = 4.2 Hz), 4.9 (1H, d, J = 4.8 Hz), 5,75 (1H, d, J= 12 
Hz), 6.85 (1H, d, J = 12 Hz), 6.90 (1H, s), 7.2 - 7.4 
(10H, m) 
Working example 1 

diphenylmethyl 7-[2-tritylaminothiazoI-4-yl) -2-pivaloyl- 
oxyiminoacetoamide] -3-vinyl-3-cephem-4-carboxylate (syn 
isomer): 

After J 92 mg of diphenylmethyl 2-(2-tritylaminothiazol-4- 
yl)-2-pivaloylpxyiminoacetic acid (syn isomer), 120 mg of 
diphenylmethyl 7-amino-3-vinyl-3-cephem-4-carbonate, and 
50 mg of 1-hydroxybenzotriazoie were dissolved in 10 mL of 
methylene chloride, the solution was cooled over ice. Then 1 mL 
of methylene chloride containing 75 mg of dicyclohexylcarbodi- 
imide was added, and the mixture was stirred at 5°C overnight. . 
The mixture was concentrated under vacuum, and the residue 
was dissolved in 50 mL of ethyl acetate. The insolubles were 
removed; the mixture was cooled; and the mixture was washed 
in turn using cold 5% hydrochloric acid aqueous solution and 
saturated sodium chloride aqueous solution. After drying over 
magnesium sulfate, the mixture was concentrated and solidified 
under vacuum. The residue was purified by Wako GEL C-200 
(8 g, toluene - ethyl acetate system) to obtain 200 mg of the 
subject compound. 

IR(Nujol)= 1770, 1740 - 1710 cm* 1 
NMR (80 MHz, 5 value, ppm, CDC1 3 ): 

1.30 (9H, s), 3.50 (2H, b. s), 5.05 (1H, d, J = 5 Hz), 
5.20 (JH, d, J= 8 Hz), 5.40 (1H, d, J = 14.5 Hz), 5.90 
(JH, d. d, J = 5 Hz, J = 9.5 Hz), 6.90 (2H, b. s), 6.65 - 
7.10 (1H, m), 7.15 - 7.40 (26H, m) 
Working example 2 

diphenylmethyl 7-[2-(2-tritylaminothiazol-4-yI) -2-acetyl- 
oxyiminoacetoamido] -3-vinyI-3-cephem-4-carboxylate (syn 
isomer): 

Diphenylmethyl 2-(2-tritylaminothiazol-4-yl)-2-acetyloxy- 
iminoacetic acid was used as raw material in the same manner as 
during working example 1 to obtain the subject compound. 

IR (Nujol) = 3300, 1770 cm' 1 

NMR (80 MHz, 5 value, ppm, CDC1 3 ): 

2.70 (3H, s), 5.0 (1H, d, J = 4^8 Hz), 5.2 (1H, d, J= 10 
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Hz), 5.4 (1H, d, J = J 6 Hz), 5.8 (lH,.d. d, J = 4.8 Hz, J = 
9.0 Hz), 6.8 (1H, s), 6.9 (1H, s), 7.1 - 7.3 (27H, m) 
Working example 3 

7-[2-(2-aminothiazol-4-yl) y2-pivaIoyloxyiminoacetamido ] - 

3- vinyI-3-cephem-4-carboxylate, tnfluoroacetic acid salt (syn 
isomer): 

After 200 mg of diphenylmethyl 7-[2-(2-tritylaminothiazol- 

4- yl) -2-pivaloyloxyiminoacetamido] -3-vinyl-3-cephem-4-car- 
boxylate (syn isomer) was dissolved in 0.4 mL of anisole, 4 mL 
of trifluoroacetic acid was added under ice cooling, and the 
mixture was stirred at the same temperature for 1 hr. The 
mixture was concentrated under vacuum, and was powderized 
using isopropyl ether, followed by washing and drying to obtain 
85 mg of the subject compound.. 

IR (Nujol) = 1760 cm" 1 

NMR (80 MHz, 8 value, ppm, DMSO-d 6 ): 

1.15 (9H, s), 3.50, 3.86 (2H, ABq, J - 17.6 Hz), 5.16 
(IH, d, J = 5 Hz), 5.35 (1H, d, J = 9 Hz), 5.60 - 5/78 
(2H, m), 6/75 - 7.10 (1H, m), 6.95 (1H, s) 
Working example 4 

diphenylmethyl 7-[2-(2-tritylaminothiazol-4-yl) -2-pivaloyl- 
oxyiminoacetamido] -3-methoxycarbonylmethyl-3-cephem-4- 
carboxylate (syn isomer): 

After 256 mg of 2-(2-tritylaminothiazoI-4-yl)-2- 
pivaloyloxyiminoacetic acid, 18i mg of diphenylmethyl 7- 
amino-3-methoxycarbonylmethyl-3-cephem-4-carbonate, and 
67 mg of l-hydroxybenzotriazole were dissolved in 20 mL of 
methylene chloride, the solution was cooled over ice. Then 3 mL 
of methylene chloride containing 103 mg of dicyclohexylcar- 
bodiimide was added, and the mixture was stirred at 5°C 
overnight. The mixture was concentrated under vacuum. The 
residue was dissolved in 30 mL of ethyl acetate, and the 
insolubles were removed. The mixture was washed in turn using 
cold 5% hydrochloric acid aqueous solution and saturated 
sodium chloride aqueous solution. After drying over magnesium 
sulfate, the mixture was concentrated and solidified under 
vacuum. The residue was purified by Wako GEL C-200 (15 g, 
toluene - ethyl acetate system) to obtain 100 mg of the subject 



compound. 

IR (Nujol) = 3300, 1 780 cm* 1 

NMR (80 MHz, 6 value, ppm, CDC1 3 ): 

1.16 (9H, s), 3.40 - 370 (7H, m), 5.10 (1H, d, J = 5 Hz), 
5.8 (IH, d. d, J= 5 Hz, J = 9.6 Hz), 6.8 (1H, s), 6.85 (IH, 
s), 7.2 - 7.4 (26H, m) 
Working example 5 

sodium 7-[2-(2-aminothiazol-4-yl) -2 : pivaloyloxyimino- 
acetamido] -3-methoxycarbonylmethyl-3-cephem-4-carboxylate: 
After 200 mg of diphenylmethyl 7-[2-(2-tritylaminothiazol- 
4-yl) -2-pivaloyloxyiminoacetamido] -3-methoxycarbonyl- 
methyl-3-cephem-4-carboxylate was dissolved in 0.2 mL of 
anisole, 2 mL of trifluoroacetic acid was added under ice cooling, 
and the mixture was stirred at the same temperature for 30 min. 
Thereafter the mixture was concentrated under vacuum, and was 
powderized using isopropyl ether. The obtained powder was 
dried, and then the powder was dissolved in 2 mL water - 2 mL 
acetic acid. Then a 2% sodium hydrogen carbonate aqueous 
solution was used to adjust pH to 7.0 under ice cooling. After the 
aqueous layer was washed with ethyl acetate, the mixture was 
purified by chromatography (15 mL, DIAION HP-20). The 
target fraction was concentrated and freeze-dried to obtain 
63 mg of the subject compound. 
IR (Nujol) = 1770 cm' 1 
NMR (80 MHz, 6 value, D 2 0): 

1 .15 (9H, s), 3.40 - 3.7 (7H, m), 5.0 (I H, d, J = 4.8 Hz), 
5.8 (IH, d, J = 4.8 Hz), 6.8 (IH, s) . 
Working example 6 

7-f2-(2-aminothiazol-4-yl) -2-pivaloyloxyimino- 
acetamido] -3-(2-methyoxycaronylvinyl-3-cephem-4-carboxylic 
acid, trifluoroacetic acid salt (syn isomer): 
IR (Nujol) = 1770cm' 1 
NMR (80 MHz, 6 value, ppm, DMSO-d 6 ): 

1 .20 (9H, s), 3.4 (2H, d), 3.6 (3H, s), 5.0 (IH, d, J = 4.2 
Hz), 5.7 (IH, d, J = 12 Hz), 5.80 (IH, d. d, J = 4.2 Hz, 
9.6 Hz), 6.7 (IH, s), 6.8 (IH, d, J = 12 Hz) 
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Working example 7 

diphenylmethyl 7-[2-(2-aminothiazoJ-4-yl) -2-acetyloxy- 
iminoacetamido] -3-methylthio-3-cephem-4-carboxylate (syn 
isomer): 

After 120 mg of 2-(2-tritylaminothiazol-4-yI)-2-acetyloxy- 
imirioacetic acid (syn isomer) and 101 mg of diphenylmethyl 7- 
amino-3-methylthio-3-cephem-4-carbonate were dissolved in . 
10 mL of dry methylene chloride, 33 mg of 1- 
hydroxybenzotriazole was added. Under ice cooling, 1 mL of 
methylene chloride containing 50 mg of dicyclohexyl- 
carbodiimide was added, and the mixture was stirred at 5°C 
overnight. The insolubles were removed by filtration, followed 
by washing in turn using 2.5% hydrochloric acid aqueous 
solution and water. The mixture was then washed, concentrated, 
and solidified. The residue was then purified by silica gel 
chromatography. (Wako GEL C-200, 8 g, toluene - ethyl acetate 
system) to obtain 160 mg of the subject compound. 

lR(Nujol)= 1770, 1740- 1710 cm" 1 

NMR (80 MHz, 5 value, ppm, CDC1 3 ): 

2.20 (3H, s), 2.26 (3H, s), 3.54 (2H, b. s), 5.05 (1H, d, J 
= 5.0 Hz), 5.75 (1H, d. d, J = 5.0 Hz, 9.0 Hz), 7.86 (1H, 
s), 7.90 (1H, s), 7.00 - 7.45 (27H, m) 

In the same manner as during working example 7, a 2-(2-tri- 
ty]aminothiazol-4-yl)-2-alkyloxyiminoacetic acid and the 
corresponding 7-amino-3-cephem adduct were used to obtain the 
compounds of working examples 8 - II. 
Working example 8 

. diphenylmethyl 7-[2-(2-trity]aminothiazoI-4-yl) -2-prqpion- 
oyloxyiminoacetamido] -3-methvlthio-3-cephem-4-carboxylate 
(syn isomer): 

. . lR(Nujol)= 1770, 1740- 1710 cm 1 
NMR (80 MHz, 8 value, ppm, CDC1 3 ): 



1 .25 (3H, t, J = 8 Hz), 2,26 (3H, s), 2.48 (2H, q, J = 8 
Hz), 3.55 (2H, b. s), 5.06 (1H, d = 5 Hz) [sic], 5.75 (1H, 
d. d, J = 5 Hz, 9 Hz), 6.85 (1H, s), 6.92 (1H, s), 7.10 - 
7.42 (27H, m) 

Working example 9 

diphenylmethyl 7-[2-(2-tritylaminothiazol-4-yl) -2- . 

isobutyloxyiminoacetamido] -3-methylthio-3-cephem-4-car- 

boxylate (syn isomer): 

NMR (80 MHz, 5 value, ppm, CDCI3): 

1.20 (6H, d, J = 8 Hz), 2.24 (3H, s), 2.70 (1H, m), 3.50 
(2H, b. s), 5.06 (JH, d, J = 5 Hz), 5.75 (1H, d. d, J = 5 
Hz, 10 Hz), 6.86 (1H, s), 6.90 (1H, s), 7.05 - 7.35 (27H, 
m) . • 

Working example 10 

diphenylmethyl 7-[2-(2-trityIaminothiazol-4-yl) -2 -pivaloyl- 

oxyiminoacetamido] -3-methylthio-3-cephem-4-carboxylate 

(syn isomer): 

NMR (80 MHz, 8 value, ppm, CDC1 3 ): 

1.27 (9H, s), 2.26 (3H, s), 3.35, 3.65 (2H, ABq, J=16 
Hz), 5.03 (1H, d, J = 5 Hz), 5.78 (1H, d. d, J = 5 Hz, 9 
Hz), 6.90 (1H, s), 6.95 (1H, s), 7.15 - 7.40 (27H, m) 

Working example 11 

diphenylmethyl 7-[2-(2-tritylaminothiazol-4-yl) -2-pivaloyl- 

oxyiminoacetamido] -3-ethylthio-3-cephem-4-carboxylate (syn 

isomer): 

IR (Nujol) = 3300, 1780, 1740 - 1720 cm* 1 

NMR (80 MHz, 8 value, ppm, CDCI3): 

J .20 (3H, t, J = 8H), 1 .25 (9H, s), 2.70 (2H, q, J = 8 Hz), 
3.45 (2H, b. s), 5.05 (1H, d, J = 4.8 Hz), 5.70 (1H, d. d, 
J = 4.8 Hz, 9 Hz), 6.85 (1H, s), 6.90 (1H, s), 7.15 - 7.32 
(26H, b. s) 
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Working example 12 

7-[2-(2-aminothiazol-4-yl) -2-acetooxyiminoacetamido] -3- 
methylthio-3-cephen>4-carboxylate, trifluoroacetic acid salt 
(syn isomer): 

First 150 mg of diphenylmethyl 7-[2-(2-tritylaminothiazol- 
4-yI) -2-acetyloxyiminoacetamido] -3-methylthio-3-cephem-4- 
carboxylate was added to 0.2 mL of anisole under ice cooling 
and was dissolved: Then 2 mL of trifluoroacetic acid was added 
at the same temperature, and the mixture was stirred under ice 
cooling for 1 hr. 

Thereafter the trifluoroacetic acid was concentrated under 
vacuum, and isopropyl ether was added to the residue, which 
was powderized. The obtained powder was washed sufficiently 
with isopropyl ether and then ether. Thereafter the mixture was 
separated using centrifugal separation. The obtained [mixture]- 
was dried under vacuum to obtain 5.5 mg of the subject 
compound. 

IR (Nujol) = 1 770 cm' 1 

NMR (80 MHz, 5 value, ppm, DMSO-d 6 ): 

2.16 (3H, s), 2.32 (3H, s), 3.75 (2H, s), 5.12 (]H, d, J = 
4.8 Hz), 5.68 (1H, d. d, J = 4.8 Hz, J = 7.5 Hz), 7.10 
(lH,s),9.78(lH,d, J =7.5 Hz) 

In the same manner as during working example 12, the 
protective group of the corresponding protected 3-cephalosporin 
compound was removed by trifluoroacetic acid, and the 
following compounds of working examples 13 - 16 were 
obtained. 

Working example 13 

7-[2-(2-aminothiazol-4-yl) -2-propionyloxyiminoacetamido] 
-3-methylthio-3-cephem-4-carboxylate, trifluoroacetic acid salt 
(syn isomer): 

IR (Nujol) = 1760 cm - 1 

NMR (80 MHz, 5 value, ppm, DMSO-d 6 ): 

1.25 (3H, t,, J = 8 Hz), 2.26 (3H, s), 2.50 (2H, q. J = 8 
Hz), 5.05 (1H, d, J = 5.0 Hz), 5.70 (1H, d. d, J = 5.0 Hz, 
J = 8 Hz), 7.05 (1H, s), 9.80 (1H, d, J = 8 Hz) 



Working example 14 

7-[2-(2-aminothiazoI-4-yl) -2-isobutyloxyiminoacetamido] - 
3-methyIthib-3-cephem-4-carboxylate, trifluoroacetic acid salt 
(syn isomer): 

IR (Nujol) = 1760 cm' 1 

NMR (80 MHz, 5 value, ppm, DMSO-d 6 ): ■ 

1.15 (6H, d, J = 7.5 Hz), 2.3 (3H, s), 2.65 (1H, m), 3.70 
(2H, b. s), 5.15 (1H, d, J = 5 Hz), 5.70 (1H, d. d, J = 5 
Hz,. J = 8.2 Hz), 7.05 (1H, s), 9.85 (1H, d, J = 8.2 Hz) 
Working example 15 

7-[2-(2-aminothiazol-4-yl) -2-pivaloyloxyiminoacetamido] - 
3-methylthio-3-cephem-4-carboxylate, trifluoroacetic acid salt 
(syn isomer): 

IR (Nujol) = 3300, 1 770 cm" 1 

NMR (80 MHz, 8 value, ppm, DMSO-d 6 ): 

1.2 (9H, s), 2.30 (3H, s), 3.75 (2H, b. s), 5.15 (1H, d, J 
= 5 Hz), 5.70 (1H, d. d, J = 5 Hz, J = 9 Hz), 7.05 (1H, s), 
9.85 (lH,d, J = 9 Hz) 
Working example 16 

7-[2-(2-aminothiazol-4-yl) -2-pivaloyloxyiminoacetamido] - 
3-ethylthio>3-cephem-4-carboxyIate, trifluoroacetic acid salt 
(syn isomer): 

IR (Nujol) = 1760 cm' 1 

NMR (80 MHz, 8 value, ppm, DMSO-d 6 ): 

1 .20 (3H, t, J = 8 Hz), 1 .25 (9H, s), 2.70 (2H, q, J = 8 Hz), 
3.70 (2H, b. s), 5.15 (1H, d, J = 5 Hz), 5.72 (1H, d. d, J = 5 Hz, J 
= 8Hz),7.1 (!H,s),9.80(lH,d,J = 8Hz) ■ 
Working example 17 

pivaloyloxymethyl 7-[2-(2-tricylaminothiazol-4-yl) -2- 
acetyloxyiminoacetamido] -3-methylthio-3-cephem-4- 
carboxylate (syn isomer): 

After 120 mg of 2-(2-tritylaminothiazol-4-yl)-2- 
acetyloxyiminoacetic [poorly legible] acid (syn isomer) and 90 
mg of pivaloyloxymethyl 7-amino-3-methylthio-3-cephem-4- 
carbonate were dissolved in 10 mL of dry methylene chloride, 
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33 mg of 1-hydroxybenzotriazole was added. Thereafter under 
ice cooling, 1 mL of methylene chloride containing 50 mg of 
dicyclohexylcarbodiimide was added, and the mixture was 
stirred at 5°C overnight. The insolubles were removed by 
filtration, followed by washing in turn using 2.5% hydrochloric 
acid aqueous solution and water. After drying, the solution was 
concentrated under vacuum to dry and solidify the residue. The 
resultant residue was then purified by silica gel chromatography 
to obtain 1 30 mg of the subject compound. 

IR (Nujol) = 3300, 1770, 1740 - 1710 cm' 1 

NMR (80 MHz, 5 value, ppm, CDC1 3 ): 

1.20 (9H, s), 2.15 (3H, s), 2.3 (3H, s), 3.55 (2H, b. s), 
5.05 (1H, d, J = 4.8 Hz), 5.15 - 5.35 (3H, m), 6.85 (1H, 
s), 6.95 (1H, d, J = 8 Hz), 7.15 - 7.35 (I6H, m) 
Working example 18 

pivaloyloxymethyl 7-[2-(2-tricylaminothiazol-4-yl) -2- 
pivaloyloxyiminoacetamido] -3-methylihio-3-cephem-4-car- 
boxylate: 

In the same manner as that during working example 17, the 
subject compound was obtained from the corresponding 3- 
cephem compound. 

NMR (80 MHz, 5 value, ppm, CDC1 3 ): 

J. 25 (9H, s), 1.30 (9H, s), 2.35 (3H, s), 3.55 (2H, b. d), 
5.10 (1H, d, J = 5 Hz), 5.60 - 5.95 (3H, m), 6.85 (1H, d, 
J = 8 Hz), 6.95 (1H, s), 7.20 - 7.35 (1 6H, m) 
Working example 19 

pivaloyloxymethyl 7-[2-(2-aminothiazol-4-yl) -2-acetyloxy- 
iminoacetamido] -3-methylthio-3-cephem-4-carboxylate (syn 
isomer): 

After 100 mg of pivaloyloxymethyl 7-[2-(2-tritylamino- 
thiazol-4-yl) -2-acetyloxyiminoacetamido] -3-methylthio-3- 
cephem-4-carboxylate (syn isomer) was dissolved in 0.1 mL of 
anisole, the solution was ice cooled. Then 1 mL of 
trifluoroacetic acid was added, and the mixture was stirred at the 
same temperature for 1 hr. Thereafter isopropyl ether was added 



for powder formation. The obtained powder was washed 
sufficiently in turn using isopropyl ether and ether. The powder 
was dissolved in 10 mL of ethyl acetate, and pH was adjusted to 
7.0 using 5% sodium hydrogen carbonate aqueous solution 
under ice cooling. After the organic layer was water washed, the 
organic layer was dried over magnesium sulfate. The solution 
was then concentrated and solidified to obtain 3.8 mg of the 
subject compound. . 

1R (Nujol) = 1760 cm 11 

NMR (80 MHz, 5 value, CDC1 3 ): 

1 .25 (9H, s), 2.20 (3H, s), 2.35 (3H, s), 3.60 (2H, b. s), 
5.10 (1H, d, J = 5 Hz), 5.70 - 5.95 (3H, m), 6.90 (1H, s), 
8.25 (1H, d,J = 8Hz) 
Working example 20 

pivaloyloxymethyl 7-[2-(2-aminothiazo]-4-yl) -2-pivaloyI- 
oxyiminoacetamido] -3-methylthio-3-cephem-4-carboxylate 
(syn isomer): 

The subject compound was obtained in the same manner as 
working example 19. 

NMR (80 MHz, 5 value, CDC1 3 ): 

1.25 (9H, s), 1.30 (9H, s), 2.35 (3H, s), 3.65 (2H, b. s), 
5.10 (1H, d, J = 5 Hz), 5.70 - 5.95 (3H, m), 6.95 (1H, s), 
7.60 (lH,d, J = 8Hz) 

The end. 
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October 18th, 1983 

Honorable Commissioner of the Patent Office, Kazuo 
WAKASUGI 
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OK 



1. .. Identification of the case 

Patent filing no. Sho. 58-57465 

2. Title of the Invention 

Novel Cephem Compounds 



Amending party 

Relationship to the case: . Patent applicant 

Address: 4-16 Kyobashi 2-chome 

Chuo-ku, Tokyo-to 

Name: Meiji Seika Kaisha Ltd. 

Representative: Takeshi NAKAGAWA 

Agent: . 

Address: Kyodo Building (phone (669) . 0904 
(central)) 

3-6 Ningyo-cho 1-chome 

Nihonbashi, Chuo-ku, Tokyo-to ? postal 

code 103 

Mitsuyuki ARUGA, attorney (6870) [seal] 
same 

Toshio TAKANO attorney (7756) [seal] 
same 

Nobuo ONO, attorney (8632) [seal] 



Name: 

Address: 

Name: 

Address: 

Name: 
Date of correction order 
Self originating 



[stamp:] 
Patent Office 
October 19, 1983 
[illegible] section no. 2 



6. Object of amendment 

Column of the "Detailed Description, of the Invention" of 
the specification document. 

7. Contents of the amendment 

(1) In line 10 of page 4 within the specification document, 
correct "as a deprotected group of the compound 
indicated by' ..." to read "append the reaction of 
deprotection of Rj a of the compound indicated by 

(2) In line 9 of page 7 of the same, correct "oximimino 
group" to read "oxyimino group", 

(3) In line 12 of the same, erase "reductively". 
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t** b £ tt * fls£ IX-tt * © # ^ ** * V & (C 

>■ (la) 



N- 



x C CONH-t — f 

» N 0 W% (Ia) 



( 5C * , R? tt « K 3 n 7t TWI^U R 2 . 
N — jc C ■■ — CONH-i— f S 1 



H 2 N^ C 



0 



R< 



(lb) 



( , R» , R.A R 4 ttSaiB * I*J U ) 



t:-fSfc$n*fk*ife**3ji-** 0 

N-r— C— CONH— i — r S ^| 

R? V N IB 

OH • * 

( Jt^>R4Mi^|g$K7t*^**^->>u^^^L> 
R 5 fi m & t ffl t ) 

•c**>**T.?><k^«9(c-jis:^;<V)Xtt(VD 

RtCOX (V) . R 2 COCH 2 X (VD 
W D ) 

^-^*?£n*<k ft v.- -ess tt 

teht£\.>WL I) & 1 ~- 4 £> 4> <D Sfc -f 6 o R?, 

•o * $ n * t * / « & & £ t x ii , 0rSKJ: o 
aft aft -e $ ©fsaa-cfcn** j < > isi*. 2, 

2, 2 - M) ; p o * h t'/i^iKa^l, 2- 



9 f ^^^^(fji^nf jn^o rs -e * $ *t 6 

h i; n x a* & x p - > h * y a* ^fi s 

7 'J^^^^iH'^Hio *k to (I) <D iJ *> 

* * * »&Kt**t z> ELfc&m*K t lxk* m$L 

® - p ^ y it m > 9t T * K , 8 m * , « £ 8t 

*^6M^ft®oK_«-e4>&(ii)«:©^k'&*tt, n 

N— n C-C0 2 R 8 

Rt Xj!j (WD 

OH 

(5£*, R.tt^A^.K^v/A'^.a^^^t. R, ffi 
£ iP? t ) 
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R 2 -COX (V) , R 2 -COCH»X (VD 

( * * x K a r xf x a m le * pj u ) 

t-^b? n^ft^^i s^?-^, a> *• * 

& o m « $ y * © # j» « # £ 

t ft ft -c ft *> ft rx ft fc e> ^ o t <o fc 
**ctt, R 5 t Lt 7 'J Mttffl I, 7 y * ^ 

ttttiffl^tfi7cW(t^4t5^& ( J. Org. 
Chan 47-587, 1 98 2 ^ )» Rs t Lt t - / f 

* & s t> ~ / Y * V *< *S * A* & S 7 I ^ ^ > f 

a- & * ffl L x &^>!ra7k##:f*;£&#«#£ft 

* o 

* & x #0 * x T-feh^. * * It * s 



WRW59-184186(3) 

•T Y 7 t K o 7 7 ^v^Bfc6**7-'A'^©/*Jc>fcS*ft2 

«©#ftT.ff50*««F*L\.*o 8J <h 

L -Ctt , tffl £ l* N , N' - & m y 9 p # ^ ^ ^ »K 

>^ >f K ; N - 5/ ^ o ^ * y a* - N' - * a> * »j y 

atf A>K'/>f i K ; N - c s 9 d ^ ^ - N' 

- ( 4 - -y 3L 'f A* ~j i / *y ? a ~* * -y a, ) % a, # 
y -i i V ; N , N' - y * r a, i, <f # iM * K ; N, 
N' - <i. V 7* t* € a, U a, * 4 $ K ; N - ^ ^ a- 

- - ( a-'^f^T^/ypt'^)*^^^ 

4 ? K : N , N'-rtA-TK^A-tf-*- ( 2 - y a* 

^ p ^ A* -f $ v ; y ? 3- =- a* & 7- y - N - f 

^ p A> ^ * X ; I ^'/T* y \ I - 

7 A* a * - 1 - 9 o n a. V zs ; S 9 A, ® r- 9 

t a- * a- ; 9 a, ® ^ : * >; oa,®^ y r 

p t* a* ; * * ft 0 A, : H £ ft 0 A, ; ft * 

- a- ; *S ft * * * U -a> ; MJ7 i - a- * ^ 7 <i y \ 
% - r a* - 7 - t kd + y * * y u 



r> A ; - 5 - (m-^A>*7* — A* ) 

-fy*-r K d * k ^ -T- ffi ; l - ( 

P - ^ P P^V-^^^A'7^ — A'y**=*V / ) - 6 - 9 

a D _ j ft - ~z y y* \> 7 V — A* t it * * * » * 
A* J* T i V ti&iti- * - a- , *^^^x + 

ft0^^^t<DJs:^KJ:o^:#^pn^v^ip^§>^>Ir 
fix &«#*7A-*ij&iR(«jLtf&8#*;^ 

/ ^ a- r ^ ^ x h u ^ ^ a- 7 $ y fx ) x f »; y 

v>(<6^ )7A>*A''<yyA'TZ y ft £ i> 1 & W h 

n 6 o 

fx v.- L^PiS T(fC^7/xi^ix6o 



^lx.iiBiie!r>fA'^^>f -r-KHlo^feT^^^ 

K-to-Cfrbn^o "f *c x ft £ Ife flV) t (V) <D S 

77X^O^j»«^ v t" U -y y s hOi^AT^v 
^O^IS^iXtt^K* 'i 7 a, * K ft h 9 9 
A^<D^fiS^^^>#ftTx - 20^20'COi( 
tr^^^^o iA:ft^%F(IV)t(VDtOSJ5*±x y/ 

f A' /t» A' A J x K x *y > ^ A- ^ A- 7^ =^ Y (O 

m-trtWLK X z> fin Kfrm x 7a-# ij k J: iiiOTK^ 

*#^ft<S%MI)x (Ia) v (ib)^^KK«ft^%l 
(i) , dV) x <MD*Ctt^^«tti*i7>'^*tt<#:^^ft 
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(DO * * * & fg & w * s -r 6 o 

N — tt— C-CO- N— rr-c-co- 
ji J) « ji y H 

R, S N Ri S N 

0 K * „ / 

0 T 

MD (DO 

( a * • r, & if r* a wi se t ra i: ) 
tffc*t7$-/a&fc*L-c^6*aKKU t^Ki 

5 ft & £ L -£ 7 a- # h 9 * 

a m x # »; c a £ fc'f ) i* x & 7 * * *) ±m&m 
m ( w *. * » *s o a *g , -<r^*'/9 Aii/iif ) 

£ ( ^5 ;t 1* > »J > a- 7 « x m s h V 7 i 

y *S x f 'j •/ X ig x f a »J y tt , ^ p * f 



WIS1BS59-18418B(4) 

a- t $ x m x n , N' - s #7 $ 

y *£ /X- £ ) * *«K£«>£(1fliLtfftfia«* u 
tt ft: £ ) v £ <k * 

*fttt* u^^/in, tit a 7 * s 

m t <o % ( n 7 *> * - v m > r * ? * ^ « 
^ x >r /u * ? y m m tt t ) tt t* # * h % o 

3£ffl©#il£i£®£%>©£W iL *S K @ a # 
4 ffi O ft M #J t Lttfflt-fcio # & 98 <D § #Mk 

KinLft^wti>L<nmm. @ # *> u < t± *r f* © 



«fi « « , *L S3 ti £ ^ h n * o 

i. & * ft tt 

(a) K & ^ ft 

**fc«iiris ft < ft z Ok * & 

W BH iii * fif ( M I C )^:i^^Lie^L/fco ^ 
^ 5: l ^ 7jk T o 

(b) it £ m 

A : 7-C2-( 2-7iS1-7*/ — A--4 

- -f a* ) - 2 - 7 -t f ^ ^ * ^ ^1 $ y T 

7 x a - 4 - * A* y & Y x ) 7 a & 

B : 7 - [ 2 - ( — A--4 

- A ) - 2 - t' /< d >f > rf- ^ -V 



~fc 7 .x A — 4 - ^ ^ y S h »j 7 n a 

A )£ ( *^ > « * ) 
C :7-C2-(2-7$>'^T'/-A'-4 

- ^ ^ ) ~ 2 - 7* n f^y^A-**^^ 
5 y T -t h 7 ^ K 3 - 3 - / t^i/f ^ - 

o^Se^l C * * ) 
D: 7-C2-(2-7$/^T'/-a-4 

yr-thT* K ) - 3 - > f A' f ^ - 3 

- -k 7 i A - 4 - ^Arf^'^^h d 

ft K ( <y y ) 

E : 7 - C 2 - ( 2-7$>'?-7V-a-4 

~ 2 - t* ^<a^^^-^v/^ 

T-thT^ K ) - 3 - i f ^ f ^ - 3 - 

-k7^A~4 - D A- iK ^ Sfi h D 7cicft 

% ( ^ A tt (* ) 

F : 7 - ( 2 - ( — A--4 

- -f A- ) - 2-t*^ ,; o>(A'^-^>'>f ^ y 
T -te h 7 « K ) - 3 - > h^^^A-**^ 
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?»259-184186(6) 

A, t ?- A, - 3-"t7XA - 4 - ii A* y 
G: 7 - t 2 - ( 2 - 7 ^ f 7 '/ - ^ - 4 

- -< ) - 2 - ^'<n^** + '/-i $ y 

7-feh7 0')-3-^-^-3~-t7 
j. a - 4 - A^*'y| h 1J7 d b jfiKig 
( > ^ « ft (4: ) 



BIT* 0 



ft ift 








it G 


% 






A 


B 


c 


D 


E 


F 


G 


Sta. aureus 606 


0.7 8 


1.5 6 


0.7 8 


0.7 8 


25 


6.2 5 


1.56 


Sta. aureus 606 £ 25 


0.7 8 


1.5 6 


0.7 8 


0.7 8 


25 


3.1 3 


1.5 6 


Sta. aureus 209P JC-1 


0.2 0 


0.3 9 


0.2 0 


0.3 9 


6.2 5 


1.5 6 


0.3 9 


Sta. aureus Smith (I) 


0.2 0 


0.7 8 


0.2 0 


0.3 9 


1 2.5 


1.5 6 


0.7 8 


Sta. epidermic) is ATCC 14990 


0.2 0 


0.7 8 


0.2 0 


0.3 7 


6.2 5 


1.5 6 


0.7 8 


B. sub i I is ATCC 6633 


0.3 9 


0.7 8 


0.3 9 


0.3 9 


1 2.5 


3.1 3 


0.7 8 


E. coli W3630 RGN823 


0.7 8 


6.2 5 


0.7 8 


1.5 6 


1 2.5 


1 2.5 


6.2 5 


E. col i W3630 KGN14 


0.7 8 


1 2.5 


1.5 6 


3.1 3 


1 2.5 


2 5 


6.2 5 


E. col i W3630 RGN238 


1.5 6 


6.2 5 


1.5 6 


1.56 


1 2.5 


25 


6.2 5 


E. coli ML1410 


0.7 8 


1 2.5 


1.5 6 


3.1 3 


1 2.5 


25 


1 2.5 


£. el 1 i NIHJ JC-2 


0.7 8 


3.1 3 


0.7 8 


1.5 6 


1 2.5 


1 2.5 


6.2 5 


E. col i No. 29 


0.3 9 


3.1 3 


0.7 8 


0.7 8 


1 2.5 


6.2 5 


3.1 3 


Kleb. pneumoniae GN69 


0.3 9 


1.5 6 


0.3 9 


0.7 8 


6.2 5 


6.2 5 


1.5 6 


Kleb. pneumoniae GN118 


0.3 ? 


3.1 3 


0.3 9 


0.7 8 


6.2 5 


1 2.5 


3.1 3 


Kleb. pneumoniae PCI602 


0.7 8 


3.1 3 


0.3 9 


0.7 8 


6.2 5 


1 2.5 


3.1 3 


Pro. mi rab i I i s GN79 


1.5 6 


6.2 5 


25 


3.1 3 


2 5 


25 


3.1 3 


Pro. mirabilis GN310 












1 2.5 


2 5 


Sal. typhi O-901-W 


0.3 9 


0.7 8 


0.2 0 


0.3 9 


6.2 5 


6.2 5 


0.7 8 
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T?PaB3ri9-184186(6) 



4* |A 

K SR B 






K » 


it & 


%9 






A 


B 


C 


D 


E 


F 


G 


Sal. typh imur ium LT-2 


0.3 9 


3.1 3 


0.3 9 


0.7 8 


1 2.5 


1 2.5 


1.5 6 


Sal . enter i tidis No. 11 


0.20 


0.2 0 


0.1 0 


0.1 0 


6.2 5 


0.7 8 


0.2 0 


Shigella rtysenteriae Shtgae 


0.2 0 


0.7 8 


0.2 0 


0.3 9 


6.2 5 


3.1 3 


0.7 8 


Pro. vulgaris GN76 


1.5 6 


6.2 5 


6.2 5 


I 2.5 


50 


1 2.5 


3.1 3 


Pro. vulgaris GN106 


0.7 8 


3.1 3 


1.5 6 


3.1 3 


50 


1 2.5 


3.1 3 


Pro. vulgar i s OX-19 












1 2.5 


1 2.5 


Pro. morganii Kono 












2 5 


50 


Pro. rettgeri GN624 


0.2 0 


1.5 6 


0.3 9 


0.7 8 


6.2 5 


3.1 3 


3.1 3 


Pro. rettgeri J-0026 


0.2 0 


0.7 8 


0.2 0 


0.3 9 


6.2 5 


1.5 6 


1.5 6 


E- col i GN206 












6.2 5 


6.2 5 


Citro. freundii GN346/16 


1.5 1 


6.2 5 


0.7 8 


1.56 


1 2.5 


25 


6.2 5 


£ntero. cloacae G-0005 












5 0 


1 2.5 


Entero. cloacae G-0008 






6.2 5 


6.2 5 


25 


25 


6.2 5 


Serr. marcescens No.l 


1.5 1 


6.2 5 


3.1 3 


3.1 3 


25 


25 


6.2 5 


Serr. marcescens No. 2 


3.1 3 




3.1 3 


3.1 3 


25 


50 


12.5 


ps. cepacia M-0527 


1.5 6 


1 2.5 


3.1 3 


3.1 3 


1 2.5 


1 2.5 


1 2.5 


Str . faecal is vV-75 










1 2.5 







2. & $ & & 

(a) & g* * m 

&&nm&.m<fa t lx , icr-jcl^ 

7 ^ ( 4 ®%Ms #12 0 ± 0. 5 9- 

<5fe H x 5/ a- ij T • =* V ( Escher ichra Col i ) 
M 2 9 T? 0 v £ ft 3: heart infusion agar 

kx 3 7 2 o ^mm^m 

KXmM U muein £2. $ * tik 8L K ft *> £ *) 

* l, 7 b&o-* * mm Lit n & 

& 2 s£ ^ ■* o 

(b) K 8* lb £ ft 

H : 7 - C 2 - ( 2-T$y^T*/-/i'-4 

■7 >f ^ x ^ f ^ ( f i' # & f* ) 

I :7-C2-(2-T$y^7V->a'-4 



- -f ) - 2 - o <f ^ t # 'X ^ * y 

T "fe H T $ K)-3-y^A'^*.-3- 

•fc 7 x A r 4 - ^/urff^fifc 

SSI 2 3ft 



« ^ ft 












m 




(«?/-*- 7^ ) 


A* 


B* 


E* 


H 


I 


-fe7o* 




1 0 


3/3 


3/3 


3/3 


3/3 


3/3 


3/3 


0/3 


1 


3/3 


3/3 


3/3 


3/3 


3/3 


2/3 


0/3 


0.1 


0/3 


2/3 


2/3 


2/3 


2/3 


0/3 


0/3 



x a* - 2 - ( -4 
A* ) - 2- t K p * -y ^1 $ y t -t -r — h ( x ^ 
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7KS^3 0a^K^^47^ h ft & x a- 3 0 
9- <DM fa % tit ft L 3k # £ „ ZtiK&fcMfe&iO 

3 0 * # T # # L * Ol>t*8 0^^frC*5^ 

'i » * 1 6 ?<Dfcfc*;0D;L/to 
i^H*ff Lite TiO^Mt^HIL 

L , «A£-£AtittGSL't x a* - 2 - * K p + 

sz-f^y-s-^ + y^^w-h ( ^x^nf* ) 

3 0 <» „ it > * » * 4 0 mi + x a* - 2 

- t K p * i/ 4 ( v 

1.5 L*L*t*tfr-*-*o 

Z. th K * * 7 V *s ? ° 7 4 F 1 4 9- Z ffiT L . 2 

« ft ft Ml 7 0 •»> »C * JH L . 

*lt-^f*7-^7. 7 , & * £4.2 



??KlflS59-18418G(7) 

tfLx*y-A^ftfrL*£i*L#«e*fc#*7 ? # 

mp 1 8 8 C ( # J$ ) 
#4 tt-2 

x ^ A- - 2 - ( 2 - h 'jf ^7^f 7/-^ 

# *P ( - 30 ° ) Lx cn*C2^fM 

a^-c h y f- a* ^ p ? 4 k 16.75 ^^^djc^o m 

£ t H j& 8£ -C 3 O^lt^lf^, IfitM 7 f$ M 

2£ K 7K 5 0 0 «/^®^t> 5 0 0 m£ t <D M K 
ft & L /t o m MS * # ^ L zk -c m. & L O t? 1 N 

4> v Zk, ft « x ^ a, , A^x-7-yu-CP^^^U 

% it o 

mp 1 84-1 86X;(##) 



04^3 

2 - ( 2 - h 'jf A/7^ / f7/-^ - 4 - A 

a* ) - 2 - t K p * f s <\ h 9 9 * K ( 

f V £ £ f* ) : 

2 - ( 2 - h 4 - 

a,) - 2 - £ Kn*'/-1 $yftfix^-yu*«g ®j£ 

( f J' Jltt f* ) 2 o ^^x^y-A-4 o 0 «/ K !Hi 
«U ^ItTl N - NaOH^jgf 4 0 O^frffiT 
-**oMST, 2 4 B*M*ft« % «f w+ * et«* 

Ko 5 0 0 ^KliL» *k # T i 0 * HO0 

t pH = 2. 0 K gq « L -c , « * # * o K 

& * o a & a 1 6 y-4#* 0 

£4#l 4 

2 - ( 2 - h 'J f T'/-^ - 4 1 ^ 

A- ) - 2 - t Kb t-V'l ? / ft»7 Mx^f /w 
( vyUtt* ) : 

2 - ( 2 - h ■) f ^7 ? At 7'/-^ - 4 - ^( 



aO-2 - * K p * ^ -f 5 S ft ffl * >)9 Alfil.8 
frfc3>>*-A>*A-AT$ K2 0*/fci&>#L* t H 
KTk^TTU^T^^^^ K 0. 8 «rf t JD £ , ^ffi 
T2 4 &8 £ # * 0 ^SF5«*ftKx^A>200 

w^ - tK 2 o on/©®mtc2rax.x ^^/ifczkifti-* 

( 2 0 0W/X2 ) 0 Ifi-r/^ -y C Af^Si^ll 

nouiJWjt^^c - 2 o o 60 
* x-nm-r h ( & ; y ^ ^ ^ - ^ i- ^ ) 0 ^ 
a i. 3 ^ 0 

NMR ( 8 0 MHz , d fit, PPM. ) ; 

4.8 5 ( 2H, m), 5.2 5-5.50 ( 2H, m ), 5.9 5 
(iH.m), 6.9 0 ( 1H. s ), 7.8 5 (1 6H. b.s ) 

2 - ( 2 - h / f-T / — /^-A -4 

^ ) - 2 - T He f- ^ ^ *"y^( ; / 9fi7 'J^i^ 

( y v H & ) : 

2-( 2 - h >;^A'T^/f-T/-A,-4-^ 

^ ) - 2 - t K p * f 4 5^ftrf?7y^x^^^ 

C ^ * tt ) 4 6 9 *9 Z&j&mit / T is 1 0 
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FD mass ; 5 1 1 

IR ( * * 3 - ) ; 3 300, 1 740 on" 1 

NMR ( 80 MHz , * ft. PPM) ; 

2.1 1 (3H. s ),' 4.7 5-4.8 5 ( 2H, m). 5.2 0- 
5.4 8 ( 2H, m), 5.7 0-6.1 5 ( lfl, m). 6.8 5 ( 
1H, s ), 7.80 ( 1 5H. s ) 

<>*«5 tH«*CLt,.2 - ( 2 - h 
XJ+7*/ — »-l - 4 A> ) - 2 - Kb+'/| 

4 y # t 9 /u^^xa/ ( f- v a tt ft ) t « is -j" 

& & * o 7 KtRJB5.*t, ^©#^^6 - 8 
© <b £ «9 4: 4# 7t o 
# ^ fll 6 

2 - ( 2 - h 9 l-AsTSSI-T */ — *>~4 ~ -i 
js, ) - I - ■/ x> \Z J A * * * V A $ J & *\ *> 

FD mass ;• 5 2 5 



«K)Bg59-184186f8) 

IR ( 3i ^3-^ ) ; 330 0, 1 740 cm'* 

NMR ( 80 MHz, J ft. PPM ) ; 

1.2 6(3U, t, J~8Hz), 2.5(2H, q, J«8Hr), 
4.7 5-4.8 5 ( 2H, m), 5.2 0 - 5.4 8 ( 2H f m), 
5.7 0-6.1 5 ( 1H, m), 6.8Z(lfl, s), 7.80 ( 
1 5H. b.s) 

m 7 

2 - ( 2 - h ')f 7/-^ - 4 - 4 
^ ) - 2 - O 7*f $ / fife m 7 9 *> 

*S S ft ) : 

FD mass ; 5 4 0 

IR ( S * 3 - A* ) ; 3300. 1745 cm -1 

NMR ( 80 MHz. * PPM ) 

1.2 0 ( 6H. d, J = 8Hz), 2.60 ( 1H. m), 4.7 0 
-4.8 2 ( 2H, m) , 5.1 5 -5.4 8 ( 2H. m ) t 5.7 0- 
6.1 5 ( IHp m), 6.85(1H, s), 7.20(l6H.s) 

2 - ( 2 - h 9 f ^ 7 S y T V — A* - 4 - -1 
) - 2 - fc* e >f A* # v' $ / ftK7 9 A' .X 
x a- ( fi^x Utttt ) : 



FD mass ; 5 5 3 

IR ( * 9 — ) ; 3300,1740 cm" 1 
NMR (80 MHz , a fl, PPM ) ; 

1.25(9H, s ), 4.7 0-4.8 5 ( 2H, m). 5.16- 
5.55(2H, m), 5.6 5-6.20 ( 1H, m), 6.9 0 ( 
1H. s ), 7.26( 1 6H, s ) 

a-) - 2-7*t** + '/-i $ y & m ( •> v ma 

ft ) : 

2 - ( 2 - > 9*-A*7<y*-Ty — - -i 

A-) - 2 - 7 -k f ^ ^ * 5/ >( $ S T 'J A'X^ 

XA.Cv^^A^ft ) 2 5 O^fc&j&jgrti^U^ 
-1 0 fli «C jg Hf U « ^tL(C^c?%T2-^^A.^^if 
^ & * 9 * a 8 5^^^tfft^^^A.fg^5n/, 
UK MJ 7ii>*^7>( X I 2 ^AO 5 ^ h 7 + 
^ h IJ 7 X s /u * ^ 7 >f y J A (0) 1 2 £ 

, pjfiffi-eii$i««»^*o * i * -c m m -r * 
ftm* f & l ^ -fyT'ntfA^x-^A^eftffix?- 

A-X-im^?5fe^L^:^LX2- ( 2 - h 9 a- T $ 



y^T*/ — A- - 4 - >f A/ ) - 2 - 7-fcfA***-}' 

Ai^ft»If^2 0^fC|«U 2k T 5 * 
HC4 jg « "t? PH =2. '0fcM«-** o ft ft £ * -C 

*Ht 1 30 * o 

NMR ( 80 MHz , 6 fig ) ; 

2.1 5 ( 3H, s ), 6.8 0 ( 1H, s ). 7.3 0 ( 1 6H,b.s) 

#^t^]9 £ ft 43* K L X , ttfo-t Z> 2 - ( 2 - h 
9 A/ T 5 / ^T l /-A'-4 --fA>)-2-7A* 

* ^ 7 A- * * 4 S / ftS!7 i) ^ x ^ f ^ ( y 
v«ttft)*R«tU, '^^^lOflT 
2 - -x^/u-s^^^ge^ 9 ^Atffiv,-x^o#^ 

00 1 0-1 2©fb^ < ^^'f#7to 

# ^ flj 1 0 

2 - ( 2 - h9*-A*7$/f-7-/-A'-4--f 
^ ) ~ 2 - 7*d t'^y^^^-M S / ftS : 
NMR ( 80 MHz , d fl , PPM, CDO0 9 ) ; 

1.25(3H, t, J=8Hz), 2.5(2H, q, J-8Hz). 
6.80 ( 1H, s ), 7.30 ( 1 6H, b.s ) 
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• 4 M l l , 

2 - ( 2 ijf >7^;f 7'/-> - 4 M 

^ ) - 2 --fy^^y/***^ ws^i : 

NMR( 80 MHz, 6 ft , PPM, CDC4 $ ) ; 

1.0 5 ( 6H, d, J«8Hz), 2.4 0( 1H, m), 6.8 5 
( 1H, s ), 7.30 (1 6H, b.s ) 

i 2 

2 - ( 2 - h-tjf /u7?Vf TZ-A' - 4 M 
) " 2 - ^/>* n -f^d-+5/-( ^ gfc ft ; 
NMR( 80 MHz, d ft, PPM, ) 

M6(9H, s), 6.80(1H, s), 7.2 8 ( 1 6 H, bjs) 

-3 - -fe 7 ^ A - 4 - ^ >^ ^ ® - p - ^ h a 

y > x ^ r ^ : 

$£{&T-k h - h D ^ 4 O^it. 7 - /? - 7 - 

* 7 $ K - 3 - t: h*n*£/-3 - 

4 - # A' tK ^ ® - p - — Y a y '/^i^f ^5.6 

? ( 1 2 mM ) »*Lfc*e>a*3* 
F - 2 0 tK^ip I, # 4 y 7 * * jy - * * 



»BPB59-18M86(9) 

/u 7 $ v 2. 4n^&l>'v>7X.=./u- ^ p p * 7 ^ 

- h 2. 8 ■* * j£m ?L fc o &fct&-&^*#3 0 ^ra^l 
iBfft-«»U, 5^^«i^?t„ TLC-CRJ&» 

7fc«§g&. fcfoft * - 3 0 1CK ft *P s> A * 

7u€A,-x-3-j*r$s2. 4 nt % m ?l , t j- J* - 

* 7 * yfi 3 **QLftT\fCvk&A,tZ 0 - 25 

ft 0. 5 * ^ & 0 

£ fi£ Ifc * & tf> , $7-fe'^M^7^ x 
p f >u x - f *, 1 0 T; J® ift # > * ffi « ft L 
^o^S; 4. 9 5 ^ ( $ ; 8 3 * ) o 

mp ; 2 3 1 1C ( frW ) 

IR( * S ? - J* ); 3230. 1 7 7 5 ( A- ? ^ * a ) , 

1 7 05, 1 6 5 0C77J- 1 
UV ^max ; 3 1 9 nm n 

NMR ( DMSO - d 8 +CDC-0,) ; * tl ( 60 MHz ) 

3.2 8 (3H. s), 3.6 1 ( 2H, s >, 3.6 8 (2H. s), 
5.0 3 (1H. d, (J =4.6 Hz)), 5.7 3 (2H, s ), 
5.64(1H, dd, (J-4.6, J=7.8Hz)). 7.29( 



5H, s), 7.6 3, 8.20 (4H, 2Xd, (J-8.2)), 
8.8 3 ( 1H, d, ( J-7.8 ) ) 0 

& n n 1 4 

7 - 7 ^ - *> T -k^^ K-3-/^^f^-3 

- -fe 7 3: a - 4 - A A' *' y ffl : 

fc 7 ^ A - 4 - # A/ y ® - p - — h n -< y 

A*i-*7 % A'Cmp.2 3 1 t (^J!f ) } 2. 5 ? £ v> 
/ 1 5i< t 85**®iow/K:>!ra*_. 50 
-5 5 •CKMU I,. ffc*fTKi£$B3fcl. 5-3 ? 3: 

^p^h^77^f (TLC ^SJStflTfcflr^Tt 
il&K^l, 3f;«to*.*o* * * * ^ t'Sfc 

® * 0 efc & * tf- 1 o«^x tKtKs o k 

JlftLft^fj, «tt««^M ?AfttJ PH 7. 0 

- 7. 5 K i$ & Loo/R^tt4^A^o*T^*o 
^ A «S Jta * , **Wfc*4>*flfe**o 

* ^ i*«ia» m -r * o 

J3 '> ft © 7* t: * ft L . 7k « * £ :fc> -£ . # * # & 



2 K SB $| L , — £7k£K*»<o fifl to * * * 7k 

t , ^^©<b^^^l#7to ft Ji ; 1. 4 ? (77* ) 0 
7* h x + -f y7*p t' x ~ r ^ ^ ^ f B o 
mpl97~98 a C(^JS) 

UV ^ max ;318nm (95*x^/-^) 
IR( ^ y 3 - A/ ) ; 3280 (NH), 1 7 70 ( fi - 

7^^a) ( 1690. 1 6 4 0cm- 1 
NMR(DMSO-d 0 +CDC^ s ); * ft C 60 MHz(R600)D 
2.33(3H. s), 3.57(2H, s), 3.67(2H, s ), 
5.0 1 (1H, d, J=4.71fe ), 5.5 6 (1H, dd, J- 
4.7. 8.2Hz ). 7.2 5 (5H. s ), 9.0 1 ( 1 H. d, J 
= 8.2Hz ) 

mmni 5 

- -k 7 ^ A - 4 - ^***yfi^7i = ^u/f-A'ac 
X ^ : 

W \ 4-e4§P>*t7t7-7*-A'T'te*$ K 
-3 - * J- * 3- * - 3 - -t 7 ^ a - 4 - ^/urf^x 
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m 1.8 2 Y y KUtbXf&fr-t o « # L fc 

& h & T '/ & 7 x — & / f y O n 

0D *. & o TLCt?fil6ti|||:Lfe#P,afi'e- 
*RIBM*«, i*ffia*i,fca-r&o » » © ? 

T*/v>7x-/u^^v^n — * * -^ x.-e 4t&a L t: 
Bk < „ aimtiift^^iciL,, a* & & & y 
- ^ 7K "C PH 7. s k: « * l 0 £ ft / ^ x « * 

p t> x - r > , xf^x-r^t^S It 

U &i£©<fc£^fc£l fc„ iRjft : 2.4 * (90* ) 0 

mp 1 6 2 - 6 3 -C ( # ff? ) 

UV ^ max ; 3 1 8 nm ( 9 5 il i ^ ; - ^ ) 
IR(*v>3-A'); 3230 (NH). 1 7 8 0 ( A- 7 
a ) t 1 7 00 ( x^a- ) . 
1 650 cm** 1 
NMR ( CDC-0s ) ; * (i ( 60 MHz ) 

1.9 9 ( 3H, s ). 2.9 1 , 3.3 8 ( 2H f ABq, J «= 
1 6.8Hz ), 3.6 4 (2H, s), 4.95(1H, d, J- 
4.3Hz ) t 5.62( 1H, d. d. J«4.3, 8.6Hz ). 



^859-184186(10) 

6.86(1H, s ), 7.2-7.33( 16H) 

7 - T $ -/ - 3 - t ?• f- * - 3 - -te 7 x A - 

# « 1 S t:^btift 7 - 7 * ~ & T * * i V 
- 3 - / f- * <}- * - 3 - -fc 7 x A - 4 - * * v 
®^7i-^/^/i,x^7 % ^ 2. 6 5 9- *m it * * 
\* y 5 0 mi K » t>* L * - 3 0-*Cfcl%-*o/Ctt*Cfc 
3fc^9^^4^t2roiL« S h K &m it *) y <D & ® 
* 3. 2 y-fr#A:f*o & -10- 

ii^jfe'tfe-4 0 1ClC^t fl (K-J5 
*) . aftTK^^-A-fc^*., -< y -fe* x : fi* eft x if- 
= 2 : ltI«t4 B ) C © £ £ ft ( *£ a ft tti) 

ftflBftT, / * / - » I 5a/^j|Tt4o & 

9"J/x Kfo ft fcU & ^ ic # -B £ * - 1 Ott'^l 
fa) flt # * o T L C X- R #* T ffi a*** *: ft , 
4 0n/O^^ffi*^»C^lJL, tffc # T . ^Tx*^ 
7 zK *C pH 1. 5 - 2. 0 K ^ t> ft 7>* b * # T # 1 f$ 



LX^«M©*t£^fc4#rt:o W Bl ; 2. 2 5 ^ (9l*) c 
mp 2 0 3 - 2 0 5 T* ( #0? ) 

* max ;319nm ( 9 5*:r.^y— A*) 
IR(*v>3-A/); 1780 ( ^ - 7 a ) , 

1 7 60, 1 7 00 cm- 1 
NMR ( DMSO- d 9 ) ; " i ( 60 MHz ) 

2.4 4 ( 3H, s ), 3.7 3, 4.1 3 ( 2H, ABq, J = 16 
Hz ). 5.08 ( 1H, d, J~4.3ttt ) , 5.2 8 ( 1H, d, 
J«4.3 Hz), 6.90(1H, s), 7.2 0-7.8 0 ( 1 3H, 
m) 
1 7 

7 - 7 < / - 3 - x^yu^^ - 3 - -t 7 jc a - 
4 - ^^^yK^yXt K'jA'XA-f^^K^ : 
\ 3-1 6K#UX^«-Mk£^£<f#A-.o 
mp I 7 2 - 1 7 3 t (*3K) 
UV ^ max ;319nm ( 9 5 * x ^ / -^ ) 
IR(^v>3-yu); 1778, 1 70 5 0b" 1 
NMR ( DMSO- d fl ) 60 MHz ) 

1.1 6 ( 3H, t , J - 7 Hz ), 2.9 3 ( 2H. q, J = 7 



Hz ), 2.9 3 ( 2H, q. J -7 Hz ), 3.6 8. 4.1 0 ( 
2H, ABq. J -15 Hz). 5.0 5 ( 1 H, d, J -5Hz), 
5.7 7 (1H. d, J =5 Hz), 6.8 3 (1H, s), 7.3 ( 
1 OH. m) 

n 1 8 

7-7X^A^7-feh7$ K-3-tT-A/-3- 

-fe 7 x a - 4 - ^>iK/®y7Xi^>f/ux^ 

■r a- : 

7 - 7 x->7 * hT^ h*-3-7"oA/^-A- 

- 3 - -k 7 x a - 4 - ^*'y8^7* 
a-x^t-a-1. 2 K'^/f A**^A7 ? K 2 B^fC 

&l)!3 ^b^- MJ f a 3 1 1 iVt;jDx., 0-51C 
X- l 7 rt$ 5Q « ft -t * o ^^ft^^f ^ t"" 3 f a* x - 

U ttlK*^T 3 6 56*^A7A-7**t K^ftlS 

ftX'PH=9. OfrCg^S^L, ^K^T3 0^, 
2^P^1»^-tio fEK12k#T5* HC^ -C pH« 5. 0(C 



-772 



wis LttMb * + * *> -et* m o , 

^ * ^ * a -t * o m*itft l*s v * ? *> * 

* ~* Y X'tftm-t Z> o *> C - 2 0 0 40 

* • 

IR(*v>3-aO; 1 765, 1 yiOcm- 1 
NMR( 80 MHz, « fit, PPM. CDCS* ) s 

3.3 0, 3.6 0 ( 2H, ABq, J«l 9 Hz ), 3.5 6 ( 2H, 
s ), 4.9 1 (1H, d, J«4.8Hz ), 5.1 6 ( 1 fl, d, 
J-8Hz), 5.36(1H, d, J=15Hz), 5.7 5 ( 1H, 
d. d, J-4.8, 9.0Hz), 6.25 (1H, d, J=9.0Hz) 
6.8 9 (1H. s ), 7.10-7.55(1 6H, m ) 

19 

7 - 7i->7-k t-r ? K-3-kT^a-3- 
-te 7 x a - 4 - ^A-^x^^yXt y i) a? x. * -7- 

* 2 3 O^^^j^^^^f 1 0 K lg 8? L 

- 4 OICK^iPtio UKtf'/Vx 0.3 6i/» 
t/SS^b 2 8 2 iVt;jDi - 4 0 tt-2^t^, 



*»59~184186<11) 

0 iCt 2^WH^t4o *^-o- 5 0 T,Ki§ i$ L, 
k^^^^-^i^ »D » -5 0tt2^r^ 

* 1 0'«/**P?LOlC-j5t;-C3 0 # (HJ « # * 0 

*tt * * F # + * o <\ y 7 * \£ * * - ? » % # ® 

xf^t*ftft3*LI«*l 6 4 ^ 4 fl * o 
IR(.Jt ^ 3-/w ); 1760,1705 cm" 1 
NMR ( 60 Mrtz, d fit, PPM, DMSO-d fl ) ; 

3.7 3 , 4.0 0 ( 2H. ABq, J-l 8Hz ), 5.1-5.4 
(2H,m), 5.5 8 ( 1 H, d, J«6Hz ), 5.9 3 ( 1H, 
m). 6.9 7 ( 1H, s ), 7.0 0 ( 1H, d, d, J-l 2, 
18Hz), 7.42(10H, m), 9.1 7 ( 2H, m ) 

2 o 

7 - 7 % y - 3 } 1- A> f- * ~ Z - -fe 7 ^ A - 4 

- # ^ * v fti-K-* * * A' iK .=. ■ * -7 x /u Jfi 

( a S ) : 

- -t 7 x A - 4 - *^iifxfii^-7-*A')Ki. 
> * i f > ( ( mp 1 5 7—1 5 8 *C ) 



4 8 lnp( 0. 0 0 l*A^)^^<k/^i/^2 0«/ 
K m )E>> L . e 9 i> y 0. 4 0i<ttt£» 2 OlCfC* 
"to £*L»C3£ffiftyx4 4 0B?fcjDD*_ift#T&* 
K # ^ * + 5- + 1 0 t -C# 90#j£fc;£-£* 

(SJ£V^©#j#:&3 0 # & £ ) 0 & 3 0 

vvctt Ls »#t y f J - ^ 2. 0 *t€>mn * 

-f 5- + 1 0tt-2^MSJt;J^^( TLCX-S 

2^*^tT#7jc5^*Kft#T**Co * # T ft 
6 0#flfc**L, £ *t S> 4 y7-a f a x - 7- a 10 

b/ v if^i-fM o j&p *_ 0 * 4> ft < S 
flf ft # it 7t „ c <d , * 4 y 7n 

*L A> JL - 7- *> , ^-T-A-X'&tK^fc&Lfto 1* .ft 

3 6 0 «V o 

mp 1 4 8 - 5 0 t)(»)») 

UV ^ max ;.321nm ( 9 5 ^-^ ) 

IR( ^ 3 - A ) ; 1781,1762.1700 cm" 1 
&i%m 2 1 

7 - T $ V - 3 - X A- * - 3 - -te 7 X A - 



4 - ^A'jKyfi-i h#-7-*MK-^^t'7i 

7 - 7 x i ^ 7 t ^ ^ K - 3 - - 3 

- -fe 7 i A - 4 - * ^ tK y ^ x h # -7 # a jK a* 

^ + v/xf>x^f/i'(ii)p 13 0— 3 1 t ) 

9 9 0 op ( 0. 0 0 2 **)t)Bl\ fife 0 if 0920 

i^«KSlS5^iaiL^o *I <ZMfc # % 750 
«P ( 9 0. 8 * ) fl it 0 

mp 1 8 8-9 Ot (*J» ) 

UV ^max ; 3 2 0 nm (9 5*x^7-a) 
IR ( *4>a-*) ; 1780, 1763, 1710cm" 1 

7-7X^A-7-teh7$ K - 3 - > h * V * A> 

— a > a - 3 - -fe 7 x a - 4 — ~fi a< y U 
p - — h o^y-yM^r^ : 

7-7^-^t^K7'^ K - 3 - k K o * v/ - 

3--t7XA-4-*>>Ky9 p - ^ h a ^ 

-7 A x ^ x A 4. 7 ?i^f^^//A7^ K 3 5 

^KS)»L, £ ft vc # a * > h * -7 > u< v h y 

7^^A*-**7^4 ^ ^ ^ £ 1 ® 2 4 1$ W ill 
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ft~t * o & £ ft « *S L > 5 0 0 *£K 

mm # 5 * hc* . tk> ^^^^Tk-eiai*^^ 

« @ L , ^It^D^^^C - 2 0 0 (200 ?) 

IR(3*^3-^); 3300,1 7 60 C7W- 1 
NMR ( 80 MHz, * (1, PPM. CDC0 a ) 

3.20-3.75 ( 9H. m). 5.0 0 (1H, d, J=4.8Hz). 

5.3 0 ( 2H, b. s ), 5.8 5 ( 1H, d.d, J =4.8 Hz , 

9 Hz ), 6.1 5 ( 1H, d, J =9Hz ), 7.35(5H,s), 

7.55, 8.22(4H, ABq, J «=9Hz ) 

± & *s * , mmfa ( ± y 7 * * * v >- & ~ is 
m& ) 8 8 2 *9*®it 0 c <o m n % m k 

#^f*J2 3 

7-7^— K - 3 - / h =*• f * a* 
— ^ ^ - 3 - ~fc 7 ^ ^ - 4 - # A' v # 



WKJ«59-18418G<12) 

7 - 7 ^ - /u T -fe h T $ K - 3 - ^ h*S?t* 
- A- - 3 - t 7 * A - 4 - ^ ^ >K ^ ® 

p - - h o-t^-^^ux^x a- 2. 8n^8 5 0m/ 

* * ,/ -a 5 o «**ic*-*.T o ft 

* T * ift»u Hi o^-r^^^-c^^^o £ 

* o ^ft£#ffTK&^L^#x?-A50ffl/- 
tK 2 0 feft ftp £ & o *i*T tt 

h »; !>A7k-e P H = 7. o rc us o 0 * » * * & * l 

7kiff*Ri5«*^^t-»»^& 0 7K « * 5 * HWf 

* # r ph = 2. oK»t L,»«if ^.-ett 

y p. ^ ^ i - -r- ^ -e ^ ^ l v a»%i. 2 7"^*i§ 

* o 

IRC^'^s-A'); 3 3 2 0 , 1 7 7 0 on" 1 
NMR ( 80 MHz , * jjg, ) ; 

3.32-3.70 ( 9H > m), 4.95(*H, d, J«=4.8Hz). 



5.8 0 ( 1H, d. d, J = 4.8Hz, 9.6Hz ), 6.10 ( 1H. 
d, J~9.6Hz), 6.85 (1H, s ) , 7.1 5-7.3 5 (16H, 
m) 

7 -*T £ y - 3 - > h^v/#A*'-/w>?-A- 

3 fe 7 ^ A - 4 - *>^yjK^7X->^ J~ 

x> * J- Ar : 

31 !£ *fc U ^ 1. 1 2 ^*I^b>^^^ 2 O^Kjg 
ML, * » T f >> x i. 4 5 «/ 3o *_ & o 1*1 S K 
■C3 0 # ffl « ft L - 5 0t:iC^£P^^o ^^-C7 
- 7 x ^ ^/ 7 ^ ^ 7 ^ K - 3 - > h 3r v' # A> - 
A* / J- A* - 4 - *A'*'y®v?7X- / a/>fA-X^ 

x a- 1. 0 ^tttr^jk>fi/yj 0 £ flo 5 o 

VKism «ii^y-^4«/tiTtio o 

tt? l^Mfltft Lt*^T 2 0 ml <D&W&t&*Z 

P H =7. o K S3 H :T * „ & & # * tfS ft iii L 
#0^^^0-200 1 5 ^tflmt* ; 



a- i y - # ® * ^ ) §^% 3 5 0 a? # * 0 

IR( ^ 3-A/ ) ; 1780 cti" 1 

NMR ( 80 MHz. d fig, CDG0 3 ); 

1.7 0 (2H. b.s ). 3.3 6-3.6 5 ( 7H,m), 4.7 0 
( 1H, d, J=4.8Hz ), 4.96( 1H, d, J« 4 .8Hz). 
6.9 0 ( 1H, s ), 7.2 0-7.40 ( 1 OH. m) 

&*im 2 s 

7-7^-^T-fehT^ K ~ 3 - / h * *S i* *> 
tiC =.JL> \£ =. A> - 3--b7^A-4 - ^7A-tKV^v>7^ 

-/u>f/i/x^r^ : 

7 - 7^-A'7-fchT$ h'-3-7*PA/^A- 
- 3-t7x^-4 - ^^*'ygJ^7Xi^/f 
^x^f^l. 2 ^t*^^f^*^^7^ V 2 ml K 
^JWLv i: Hit h ij 7 x ^ > 7 4 / 8 18»y 
&t^H7^b^ h'i!>A3 1 1 mgtMTL. 5 *C X*20 
^l^lftio * BE T ft* L -f e^x-T- 

ixK*?-*'*'*) • - 5 8 0 V 
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*k ffr T s * ig $ # t? p h =5.0KillHib7f 

L«l8^®t^o ttt^^C - 2 0 0 2 0 K'. 
1 8 4 n? # * 0 

UKxtf-a-AOs 1780 cm" 1 
NMR ( 80 MHz, * £, PPM. ) ; 

3.4 0-3.65 (7H, m), 5.0 (1H, d, J-4.2Hz ), 

6.7 0 ( lfl, d, J-12HO, 6.8 ( 1H, d. d, J «= 
4.2Hz, 9.6Hz), 6.1 5 (1H, d, J=9.6Hz), 

6.8 0 (lfl, s), 6.8 2 (1H, d, J»12Hz),7.20 
-7.40( 16H. m) 

7 - T $ / - 3 - > h ^ ^ > ^ f - yt/ - 
3 - -t 7 x a - 4 - jSlA/jKyS^? iAA'y t A 
x ^ >fu : 

a * » * t , Efi^t'j ^ i 6 4vtttib>f ^ 

^ 2 «/ (C & 3? L x £ ft *t zk it T f y v 0. 2 1 mi 

*ao*.x r»i ts & -o 3 o a* c flfe 7 - 7 x 



]9tnW59-184 186(13) 

- a- r -fe h T * K - 3 - t Y^-yjjAstf^j^yZ — 
A - 3 - -fc 7 x A - 4 - * A'**>'|^7 x-A/> 

a x ^ x A' l 5 0 a? * 1£ tf Jfi/ffc ^ ^ x 1.5^ 

^r^ic^^LTt^^^K-s o.tt-iTti ( m 

i o # m ) o - 5 0 -C 3 0 # H v 0 — 5 TC -C' 2 
8*58 - 5 0tK^4PU ssit - 5 0^ 

^ l 3t ^ * / - *> 2 Kmn -t h o *^t- 

- s o *c -c 3 o a m \ o - 5 r -e 1 b# m * # & ; 

&*0&j£zk3«/2rj!ra;t, l*J © J£ T: 3 0 # ffl I ft -f Z> 0 

6 it / * ^ * dJ L^W^m7Kt:j5fe^i-^ 0 
30Jti£ * 2 * & t* h »; P a tK t*pH 
= 7. 0fcSlHgL*tfc**o «*^^*^!>At*« 
^L«flg^©t4„ ffit^^C - 2 0 0 2 K 
**£!(:£; h^x>- - g^g* x a ) 

7 3 /V * 0 

I R ( * 3 — a*); 1780 cti" 1 

NMR ( 80 MHz, J fit, PPM, CDC0 S ) ; 

1.75(2H, b.s). 3.40(2H. b.s), 3.56(3H, 
s ), 4.7 ( 1H, d, J-4.2HZ ), 4.9 ( 1H, d, J = 
4.8Hz), 5.7 5 (1H, d, J~12Hz), 6.8 5 ( 1 H, 



d, J~l 2Hz ), 6.90( 1H, s ), 7.2-7.4 ( 10H, 
m) 



7 - C 2 - ( 2 - h 


l ) 7 A* T % S J* 7 */ — a* - 




o « / 7* h 


T $ KD-3-tT-A* 


- 3 - -fe 7 x a - 4 - i3 J* 




* * * T *< ( V 






A ) - 2 - £* v< o >f A 


* * v 4 $ ; mm ( y * M 


tt*)192«9, 7 - 


T.5 y — 3 — fc? — a* — _3 — 


-k 7. X A - 4 - * A' tK 




7- A- 1 2 0 «? , & 1 




«/-^5 0 n? * J£ ft > 


^ U 1 0 B^K »»| L7k ^ 


"t" o ^ *s 9 a ^ * *> 


^ * ** >f ^ K 7 5 «V ^ 


^tr^^b/^^^ l 


5 ttitffi^t^o 


KlETtiL, ^ 


^- A* 5 0«^|ftlt?)o 


m®> z 5 * n 




&-t z»mm^ r * * * 


a -e « « » , ^flETflft-f®^ 


itio ivitfA'C - 


200 8^(^;hA^x 



IR( 5? ^ 3 - » ) ; 1 7 70, 1 7 40-171 0cm" 1 

NMR (80 MHz , b fj£, PPM, ) ; 

1.30(9H, s), 3.50(2H, b.s), 5.05(lH,d. 
J-=5Hz ), 5.20 ( 1H, d, J =>8Hz ), 5.4 0 ( 1H, 
d, J=14.5Hz), 5.90(1H, d.d, J=5Hz, J- 
9.5 Hz), 6.90(2H, b.s), 6.6 5 — 7. 1 0 ( 1 H, m ) , 
7.1 5-7.40 ( 26H, m) 

2 

7 - C 2 - ( 2 - h 'J A> T ^ / ^ T */ - a* - 

4-^a>) - 2- T-fe^-A***i/-f i/T-fehT 

^ K ] - 3 - t^ — A- - 3 - -t7XA - 4 — A* tH 
>>m*7*=*,/TA'**7»( : 

Hi^J 1 i^^K: Lt , 2-(2-h»;?-AT 

i / * 7 *S — A* - 4 M A' ) - 2 - T-t^A-^-^ 

IRC ^ ^3-a ); 3300. 1770 cm" 1 
NMR ( 80 MHz, 3 li, PPM, CDO0,) ; 

2.7 0(3H, s), 5.0 (1H, d, J»4.8Hz), 5.2 ( 
1H, d. J-10Hz), 5.4(1H, d, J-I6H2). 
5.8(1H, d, d. J-4.8Hz, J-9.0Hz) t 6.8 ( 1H, 
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s), 6.9(1H, s), 7.1-7.3(27H, ra) 
ft.ftfl.3 

7-C 2-('2-7 , ^t7/-*-4--0) 

-2-\£s*uAA'**'y4 $ y t -t * r $ K ] - 

3 - - ^ - 3 - -fe 7 i A - 4 - h »J 
7.oB(i«(^yJHI#).» 

7-C 2 - ( 2 - Mf*7i/f 7/-*- 

4 - 4 A ) - 2 - A * * V 4 ^ / T "fe h 
T $ K ) - 3 - ^- A' - 3. - *7 x-A - 4 - 
'Kyfi-^i-A/fM^f^ ( y ^ § ^ ) 

2 0 0 ^t7-y~A/ 0.4n/if|C^ft? * 7% T v 

# h »J 7b o^«4B/iJa^HSEi:i^f a 1jftfp 

ft . ft»lt««t4. iW«J8 5 * # * 0 
IH(X'/9->); 1 76 0 cot" 1 
NMR( 80 MHz. * (ft, PPM. DMSO-d e ) ; 

1.1 5 ( 9H, s ), 3.50, 3.8.6 ( 2H. Afiq, J = 
17.6Hz ), 5.1 6 (1H, d, J-5Hz). 5.3 5 ( 1 H, 
d, J«9Hz). 5.6 0-5.7 8 ( 2H, m), 6.75-7.10 
( 1H, m), 6.95 ( 1H. s ) 



tf08a&&9-184186(l4) 

* m m 4 

7-C2-(2-hU7-^T$y*T 
4 - 4 A' ) - 2- fc* p >f A * * ^ $ / T * h 
T $ K 3 - 3 - / h^-yfiAsii-: — A,/ ?-/i> - 3 - 
-fe 7 A - 4 - *^)Ky®-y7x^^>f>x^ 

^ A- ( f v * tt ft ) : 

2 - ( 2 - h»;^A^T^y^T'/-^-4->f 

a ) - 2- eT o ^ a, * * y >f (yftK 2 5 6»y, 

7~T^^-3-> h ^^^tutK — ^/ ^-a - 3 
- -fe 7 * A - 4 - ;&A>>K;^i|fc->'7x..= /Uj* J- a* 3- 
^ a* 1 8 l^.'Atfl - fc K p * -< v X h y 
T / - ^ 6 7«?frigffc^?-v;/ 2 OJ^Kfil* LtJc 
iit^o * 'y * ° ^ * * /u iK & <i. $ K 1 0 3 

«9 t^trfflft > f^>- i *jd *. 5 c -eittt.it * 

tio «ETH8U 3 0 a/ # fi* L 

*£«>*»fc*'*-6n # 5 * # & 7* * & *tl ft « * ~e 

jt^^C-200 1 5 *«e h a 

IR(*v?a — *): 3300. 1 780 cm* 1 



NMR ( 80 MHz , * f£, PPM, CDC4, ) ; 

1.1 6 (9H, s), 3.4 0-3.7 0 (7H, ro ) , 5.1 0 ( 
1H. d, J«5Hz ), 5.8 ( 1H, d, d, J«5Hz. J 
~9.6Hz ), 6.8 ( 1H, s ), 6.8 5 ( 1H, s ), 7.2- 
7.4(26H.m) 

7 - C 2 - ( 2-T$y^T*/-*'-4 - /u) 

- 2 - KT '*P4*'**5'<f$,/T-fchT* K ) - . 

3 - > h # 7 * ^ *' - a > a ~ 3 - -fe 7 ^ A - 
4-*A/,Ky®th'J?A^: 

7^(2-(2-Hf^7Wf7/-^- 

4 ->fA) - 2 - £ ^ p 4 A> * # -f 5 ✓ T -b h 
T $ K D - 3 ~ > ^•y^>A'*'-^>f^ - 3 - 
-fc 7 -x a - 4 - ^>7Ky^-y7Ji-A' / ^-^j.^. 

f*2 o of t7*y-*o. 2 *£ Km m l , z tx 

KtK^TI; l )7np^^2B/t»D^, l*J <§ EE X-30 
^i~f >t-f^ibU^ Lt^cd^, £ ix a: zk 2 



^ a "Ctft # & . -r-f 1 5<a/ec 

* § e 3 *v * # * „ 

IR( ^ 3 - ^ ) ; 1770 cm" 1 
NMR ( 80 MHz, $ fit, D£ ) ; 

1.1 5 (9H. s ), 3.4 0-3.7 ( 7H, m), 5.0 ( 1 H, 
d, J »4.8Hi ), 5.8 ( 1H, d, J «4.8Hz ), 6.8 ( 
1H, s) 

n m m e 

7 - C 2 - ( 2 ~T $ S T7 V — » - 4 - 4 a) 
-2-i' # ^p^^**^4^>'T-thT^KD- 
3 - ( 2 ~ > Y * ^ a, & - a* X — a* - 3 - -te 7 
iA-4 - * /u * v Bt h 'j7nDftRjg(-yy^ 
) : 

1R( 7^3- a); 1770 cm' 1 
NMR (80 MHz , d ft, PPM. DMSO-d 8 ) ; 

1.2 0 (9ri, s), 3.4 (2H, d), 3.6 ( 3 H, s ), 

5.0 (1H, d, J -4.2Hz ), 5.7 ( 1H, d, J «= 1 2 Hz) , 
5.8 0 ( 1H, d. d. J -4.2H*. 9.6Hz ), 6.7(lfl, 
s ), 6.8 ( 1H. d, J -1 2Hz ) 
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7-(2-(2-K')fM^ f-~T / - a - 
4 - << a ) $ y r -t h 7 

A* V Q£ V 7 x ^ a ^xata, ( V ^ t4 ft): 

2 - ( 2 - h 'J A* 7 $ y ^ T '/ - A* - 4 - _<f 
^)-2-7-te^/uar+.^-f tv.flni ( y y m& 

{* ) 1 20«*&tf7-7$y-3->*'A'*-*- 
3 - 4t 7 -X a - 4 - * /^^y 7 x > f > 

^ ^ X ^ 1 0 l-V^4Ctt4<b/^^^1 0 niK^ 
«U tHfC 1 - t K p * ^ X' h J7'/-* 
3 3 ^taifto *»Ti y ^ n ^ * a * a 
* 4 $ K 5 0^^#trlfe>fk>^u^ 1 Kt-kMiL 

tK, 7KX-/!Iftft#&ifti£$£lii^*o * v * a, 9 
» t X'tt$L-f 6 Q (ftjt^^C - 2 0 0 8£, 
& ; h^ix~^^i^-^) 0 g^Jggl 6 0 £ 

« * o 

IRC * •>> 3 - ^ ) ; 1770, 1 740-1710 an' 1 
NMR (80 MHz, fi ft, PPM, CDC^ S ) ; 



2.20 (3H, s), 2.2 6 ( 3H, s ), 3.5 4 ( 2H. b.s) , 
5.05 ( 1H, d, J«5.0Hz ), 5.75 ( 1H, d. d, J 
-5.0Hz, 9.0Hz), 7.8 6 (1H, s), 7.9 0 (1H, 
s ), 7.0 0-7.45 ( 2 7H, m ) 
jfetflj 7 £ |tq# fC 2 ■ - ( 2 - h ijfA7?/f 
T y A' - 4 - ^ >^ ) - 2 - r r*'*A'7*s*'** 
5/ 4 * . y fifc & & *! £ * 7 - 7 $ / - 3 - -b 7 
x ffi i, v-C* jftfl| 8 - 1 1 (Dititm *: 

nmw 8 

7 - C 2 - ( 2 -r h V ^ ^ T $ y f 7 / — A* — 
4 - ^a) - -( ***'/*f $ S T 

M7? KD-3-/^A^^--3--fc7XA- 
4 - *MKyfi^7x=^>fM^7 fc ^( v 
# & (* ) : 

IR( * 4> s - A ) ; 1 7 70, 1 74 0-1 7 I Oob" 1 
NMR (80 MHz , * <£. PPM, ) ; 

1-2 5 (3H, t, J«8Hz ), 2.2 6 ( 3H, s ), 2.4 8 
(2H, q, J«8Hz), 3.55(2H, b.s), 5.0 6 ( 
1H, d=5Hz ) f 5.75 ( 1H, d. d. J-5Hz, 9Hz), 



6.85(1H. s ), 6.92(1H, s), 7.10-7.42( 
27H. m) 

* mm 9* 

7 - C 2 - ( 2 - h 'J a- 7 $ S T r / - * - 

4 - > ) - 2 -O/f + $ y 7 * 

h 7 ^ K) - 3 - 3 - -fe7i A - 4 

-*A/*'X^^7X^A*/^AX^7 L A*.(->'X^ 
tttt ) : 

NMR (80 MHz , d PPM . CDC0, ) ; 

1.2 0(6H, d, J-8Hz), 2.2 4 ( 3H, s ), 2.7 0 
( 1H, m), 3.5 0(2H, b.s ), 5.0 6(1H, d. J 
= 5Hz). 5.7 5 ( 1H, d. d, J=5Hz, 10Hz ), 
6.8 6 (1H, s), 6.9 0 (1H, s). 7.0 5 -7.3 5 ( 
27H, m ) 

m m m 1 o 

7-C2-(2-h»;^AT^y^7'/-A- 
4 - -f a ) - 2 - '< p H A it # *S 4 i y T h 
7 * K D - 3 -/f-A-?-*-3 - -fe 7 x a - 4 - 
^A*f^®y7X— A/f-AOl^r*A ( v'^^gk 
1* ) : 



NMR(80 MHz, a ffi, PPM, CDC£» ) ; 

1.2 7 (9H, s), 2.2 6 (3H, s), 3.3 5, 3.6 5 ( 
2H. ABq. J«16Hz), 5.03OH. d, J=5Hz). 
5.7 8 ( 1H, d. d, J-5Hz. 9Hz ). 6.9 0 ( lH.s), 
6.9 5 ( 1H. s ), 7.1 5-7.40 ( 2 7H, m) 

n m m i i 

7-C 2-( 2-hy*A7$y7-T'/-A- 

4 - >(A)-2-fcir^D^Ai4-^^^ $ y T -fe h 

7^ K) - 3 - zfAf * - 3 - -b7XA. 4 - 

« ) : 

IR( ^ >?3-A ) ; 3300. 1780, 1740- 
1 7 20m*"' 

NMR (80 MHz , 6 fig. PPM, ) ; 

1.20(3H, t, J-8H ), 1.25(9H, s ), 2.7 0 
( 2H, q. J =»8Hz ) , 3.4 5 ( 2H, b.s), 5.0 5 ( 
1H, d, J«4.8Hz), 5.70 ( 1 H, d. d, J-4.8Hz, 
J-9Hz), 6.85(1H, s), 6.90(1H, s).7.l5 
-7.3 2 ( 26H. b.s ) 

*mm i 2 
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7 - C 2 - ( 2 - 7^Vf 7'/-^ - 4 - 

- 2-7*'$-***' y 4 7 7* b 7 $ K 3 " 3 

- / f- A* * - 3 - 7 x a - 4 - # A* ?K ^ $ h 

4 _ 4 a* ) - 2 -T***'A'*+f-1 $ AT* 1*7 
* K } - 3- /^>^f-^--3 - -fc 7 ^ ^ - 4 - £ 
y^-7 7i-^>t^i^7'A' 1 5 0 «V 4 7 

£ JE '(C h U 7 p ojg^j^2)a/^^rax.x tK^T 1 B$ 

tt 4 y 7* p e m - r ^ i jjd-jL WMit-f o * ? 

7 p x - 5^ ^ v i - f ^t't^il^iA iS'L? 

*» * o 

IR( Ji^3->); 17 70cm" 1 

NMR ( 80 MHz , * ft, PPM, DMSO-d,) ; 

2.16C3H. s), 2.32(3H. s), 3.7 5 ( 2H. s ), 
5.12( 1H, d, J«4.8Hz), 5-6 8 ( 1 H, d.d. J- 



fWBfc59-.l84l8«<10 

4.8Hz. J=7.5Hz), 7/10(lH. s). 9.7 8 ( 1 H. 
d, J«7.5Hz ) 

ft jt til i 2tH*it.«et4«i«HA3 - * 

7XA-t77^'K^ft^*Oill»t H 9 7 
anfi^SefrCJlO^^.L, ft «> ft ft fll 1 3-1 60 
<fc £ * * 4S c 
ft ft 08 1 3 

7 - C2-( 2 - T5/^T*/-^-4 - 4 *0 
-2 - T'e 4 S-'T'fel'TS K] 

_ 3 - ^ /v ?-*-3-*7*-A-4 - * A* iK V 

ok h y 7 p p # m % ( ^ * ft * ) : 

IR( >t 5? 3 - A' ) ; 1 7 6 0cm" 1 

NMR (80 MHz. * fit* PPM, DMSO-d 9 ) ; 

1.2 5 (3H. t, J-8Hz). 2.26(3H, s). 2.5 0 
(2H. q, J -8 Hz ). 5.0 5 ( lji. d. J -5.0 Hz ), 
5.70(1H, d.d, J-5.0Hz, J=8Hz) t 7.0 5 ( 
1H, s ), 9.80 ( 1H, d, J-8Hz ) 

ft ft n i 4 

7 - C 2 - ( 2-T^> / ^T'/-> a '-4 - 4 a* ) 



-3 - * *)- A* f- * - 3--fe7^^-4 - 13 A* ZS 
■ h 9 7 p pfliiRtf ( f y**'* ) : 
I R ( ^ •/ 3 - ) ; 1760 cm" 1 
NMR (80 MHz, * ft, PPM. DMSO-d e ) ; 

U5(6fl. d, J«7.5Hz), 2.3 ( 3H. s), 2.6 5 
(lH.m), 3.7 0 (2H, b.s ), 5.15 (1H. d, J 
-5Hz), 5.70(1H, d.d, J-5Hz, J-8.2Hz), 
7.0 5 ( 1 H. * ). 9.8 5 ( 1H. d, J-8.2Hz ) 

ftft m i 5 

7 - C 2 - ( 2-TSS?-7 t /-A'-4 - A 
-2-*£' < V'iA'**v4$S7*}'7* K ] ~ 
3_^^yu^-^ - 3 - t 7 ^ ^ - 4 - # A- >" g& 

h «j 7 p pftilfi ( ^y*tt# ) • 

IR(* & 3 — A* ) ; 33 00, 1 7 70 cm" 1 
NMR(80 MHz, * IE, PPM, DMSO-d 8 ); 

1.2 0 (9H. s), 2.30(.3H, s), 3.75(2H. b.s) , 
5.1 5 (1H. d, J-5Hz). 5.7 0 (1H, d.d.'J- 
5Hz. J -9Hz). 7.0 5 (1H. s), 9.8 5 (1H. d t 
J~9Hz ) 
ftfttffl 1 6 



7 - C 2 - ( 2 - 7 iSfT'/ — * - 4 - 4 » ) 
-2-€'<n4A,**'yAiy7-*-y7$ K] - 

3 - X A* ?■ * - 3 ~ * 7 * A - 4 - * ^ *' ^ ^ 
f »j7Boft««('/>'Aifl:) s 

I R ( ^ ^ 3 ~ ^ ) : 1760cm" 1 

NMR (80 MHz. d fj£, PPM, DMSO-d e ) ; 

1.2 0 (3H, t, J —8Hz ), 1.2 5 ( 9H. s ). 2.7 0 
(2H. q. J-8Hz), 3.70(2H. b.s). 5.15 ( 
1H, d, J -5 HO. 5.7 2( 1H, d.d. J-SHs. 
J-8Hz ). 7.1 ( 1H. s ). 9.8 0 ( Ifl. d. J=8Hz) 

ft ft m 1 7 

7 - [ 2 - ( 2 - h ') f ^ 7 ? / f 7 '/ — A* - 

4 _ a- ) - 2-7*i'A'** V A x y ~T Y 7 
> K ) - 3 - /t^f^-3-t7XA-4 - # 

m&ft ) : 

2 - ( 2 - h ijf /^7 7/-^ - 4 -4 

A- ) - 2 -■T-te^-A-j*-**'-! *X ^ £1 & 

# ) 1 2 0fiy&tf7-T*7-3->^A'^;*-- 

3 _ -t 7 ai a - 4 - '*B'1"'* m ** 
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>^^x^x^9 0^t^iteib>f^> 1 0 mi 

KfeWL, CiKCi - t Kb + i^<y X |« 9 T '/ 

- ^ 3 3 £ #D * 0 &l,--C*?£Tv>:X;?n^* 

* A> # * A i K 5 O^^fOm^yf-u^ 1 mi 

^ i L ^ © V 'J 1) A, 9 d > V L^iif 
*o § 1 3 0fl?Hi o 

IR( * a - ,u ) ; 3300, 1770, 1740 - 

17 10cm" 1 
NMft(80 MHz, d ft, PPM, ) ; 

1.20(9H, s), 2.15(3H, s), 2.3 ( 3H. s ), 
3.5 5 (2H, b.s), 5.0 5(1H, d, J«4.8Hz), 
5.1 5-5.35 ( 3H, m), 6.85 (1H, s), 6.9 5 ( 
1H, d, J=8Hz ), 7.1 5-7.35 ( 16H ( m) 
5**6^ 1 8 

7 - C 2 - ( 2 - h >;^^r^ y ^- T / — ^ - 

T S K) - 3 - ^ - 3 - -t7xi,-4 - 



#038359-184186(17) 

l "7 iM^KLt^isti 3 - *t 7 i a 

NMfi(80 MHz, «|, PPM, ) ; 

1.2 5 (9H a s), U0(9fl, s ), 2.35(3H, s ), 
3.55 (2H, b.d), 5.1 0(1H, d, J-5Hz), 
5.60-5.95 (3H f ro), 6.8 5 ( 1H, d, J-8Hz ), 
6.95(1H, s), 7.20-7.3 5 (1 6H. m) 
$ZlfaM 19 

■7 - C 2 - '< 2 - T * ✓ ^T/-^ - 4 - -f A-) 
-2-T-fcj-A>j|- + s/-f ? V T -b h T « K ) - 3 

7 - C 2 - ( 2 -.f llt>7-« / t7/-^- 
4 ) - 2 - x-t^^^^^ ^ > 7 * " ► T 

yurffvffi t'^p >u * * > tA^x^f ^ ( , y y 

* a *-*.fti«-ci.0:7*Dftari ^jd£, HS£ 



1 0 «l #C # « L , **T5l»IKtt} V * A * 
**t? PH - 7. 0 *CH*** D , 

3 8 ng £ ft * 0 

IRC * s> 3 - ji, ) ; i 7 6 0O7T 1 
NMR(80 MHz, 6 j&, PPM , CDO0, ) ; 

12 5 (9H, s), 2.2 0 ( 3H. s), 2.3 5 (3H, s). 
3.60(2H, b.s), 5.10(111, d, J-5Hz), 
5.7 0-5.95 ( 3H, m ) , 6.90(1H, s), 8.2 5 ( 
1H, d. J«8Hz ) 

^ mm 2 o 

7 - C 2 - ( 2-7Wf 7 /^-4 - 
-2-tf^o-|>u 3 j. + i/^ ? y 7-k| . 7€ k D - 

^ » A A> * * V / ^ JU ^ y- ^ ( V" 

* *6 tf) 1 9±raa^L-*«e 

NMR(80 MHz , d fig, P p M , C0O0,) ; 

1-25(9H, s), 1.30<9H, s), 2.35(3H. s), 
3.6 5 (2H. b.s ), 5.10 <1H, d, J=5Hz ), 



5.7 0-5.9 5 ( 3H. m ), 6.95(1H, s), 7.60 ( 
1H, d, J«8Hz ) 



KmA im± n n h 



J'i 
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vtn-ff.&i- % & w * r 



5. 



BB ft 5 8 * ' « W 5 

2r#-* 7 i a ft#%> 



ft IE * 1* * # 

■ *#fc«ll« & 51 A 



«5 f 



ft 



ttffcg * ill tt 

&m t* E §£ ( 6 6 9 ) 0 9 0.4 

0c * (6 8 7 0)#g± m R = ^fe^j'l 



ft Br 



Ec £ ( 7 7 5 6 ) #^dr A » I^f pi,^^; 
ft J* R Jb 



( 8 63 2>**i: * 0 # 



JE & ^ <7) B ft 
B 56 




t?P8BS59-18418GCia) 

6. «IE©**« 

7. «jEO rt« 

(1) 19|ff> & 4 1 0 fT> 



Lt J £ ttjEi" * o 

» H« ft 7 K* 9 fr-* 

r * * y<u 4 I./IJ £ & , 

(3) RK H m 1 2 ?r> 



-780- 



